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IN THE UNITED STATES DISTRICT COURT 
FOR THE EASTERN DISTRICT OF PENNSYLVANIA 
Civil Action No. 96CV-5903 


STEVEN R. ARCH, : 

WILLIAM BARNES, CLARAN 
McNALLY, CATHERINE POTTS,: 

NORMA RODWELLER, BARBARA 
SALZMAN, EDWARD J. SLIVAK: 
and JOHN TEAGLE, 

Plaintiffs, Deposition of: 

vs. PATRICK LIPPIELLO, Ph.D. 


THE AMERICAN TOBACCO (Volume II) 

COMPANY, et al : 

Defendants . : 


TRANSCRIPT of testimony as taken by 
before Elizabeth S. Girvan, Shorthand Repor 
Notary Public in and for the State of North 
Carolina, at the offices of Womble, Carlyle 
Sandridge & Rice, 200 West Second Street, 
Suite 1600, Winston-Salem, North Carolina, 
Tuesday, July 15, 1997, commencing at 9:04 

forenoon. 
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APPEARANCES: 

CLIMACO, CLIMACO, LEFKOWITZ 
& GAROFOLI CO., L.P.A. 

175 South Third street 

Columbus, Ohio 43215 

BY: JACK D. MAISTROS, ESQ. 

For the Plaintiffs 
(614) 461-6677 

JONES, DAY, REAVIS & POGUE 
1450 G Street, N.W. 

Washington, D.C. 20005-2088 
BY: DENISE A. FEE, ESQ. 

For the Defendant R.J. Reynolds 
(202) 879-3939 

ALSO PRESENT: 

JOHN GIRDLER, VIDEOGRAPHER 
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VIDEOGRAPHER: We're going on the 

record. The time is 9:04 a.m. This is the video 
deposition of Patrick Lippiello, Ph.D., taken by 
the plaintiff, in the matter of Steven R. Arch, et 
al., Plaintiff, versus The American Tobacco 
Company, Incorporated, et al.. Defendant, Case 
Number Civil Action 96CV-5903. 

This deposition is being held at 
the offices of Womble, Carlyle, Sandridge & Rice, 
200 West Second Street, Winston-Salem, North 
Carolina, on Tuesday, July 15th, 1997. 

My name is John Girdler; I am the 
video specialist. The court reporter is Beth 
Girvan. We are here in connection with Waga & 
Spinelli, with offices located at 4 Becker Farm 
Road, Roseland, New Jersey. 

Counsel will now state their 
appearances for the record, and the court reporter 
will swear in the witness. 

MR. MAISTROS: It's Jack Maistros 

for the plaintiff. 

MS. FEE: And Denise Fee for 
Defendant R.J. Reynolds Tobacco Company. 

MR. MAISTROS: I'll remind the 

witness, you're still under oath. Okay? 
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THE WITNESS: Okay. 

PATRICK M. LIPPIELLO, Ph.D., 
having been previously sworn, further testified 

as foilows: 

(PLAINTIFF'S EXHIBIT NUMBER 28 WAS MARKED FOR 

IDENTIFICATION) 

DIRECT EXAMINATION 
(Continued) 

BY MR. MAISTROS: 

Q. Dr. Lippiello, let me show you what I've 
marked as Exhibit 28, and ask you to take a look at 
that. And that document is a June 26th, 1985, 

report from you to John Reynolds. And my first 
question is, if you could just glance through it, 
and does it appear to be a complete four-page memo 
prepared by you? 

(DOCUMENT HANDED TO WITNESS FOR REVIEW) 

A. It's four pages and it's a draft memo 
prepared by me. 

Q. I assume, at this point in time, you were 
preparing quarterly reports for John Reynolds? 

A. At that time, we did, as a matter of course, 
prepare quarterly reports, yes. 

Q. Could you tell me -- I'm going to ask you 
some specific questions about this. But on the 
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1 

very first paragraph it talks about progress made 

2 

towards meeting the major accountabilities for '85. 

3 

What are "accountabilities"? 

4 

A. Really, it could be paraphrased as a -- a 

5 

work plan, is what it amounted to. So there were 

6 

several components usually to a work plan that 

7 

specify general areas that you'd be working in. 

8 

Q. Okay. At this point in time, was 

9 

Mr. Reynolds the only individual you were required 


to report to? 

1 1 

A . Yes. 

12 

Q. And on the second page and Section C, the 

13 

first sentence, could you read that for me. 

14 

A. (Reading) 

1 5 

The ability of various 

1 6 

compounds of known 

17 

pharmacological properties to 

18 

inhibit 3H+nicotine binding 

19 

to rat brain tissue was 

20 

studied in male and female 

2 1 

rats . 

22 

Q. What would be the purpose of looking at those 

23 

inhibitors? ^ -—x 

24 

A. The purpose was to specify the \ 

25 

pharmacological profile of the receptors. In other 1 
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1 

words, a given receptor will respond to the binding 

2 

of a series of compounds in a very specific way or ^ 

3 

\ 

pattern. - ■ 

4 

Q. How does the -- how does looking at the^ / 

5 

inhibitors help you with that process? 

6 

A. Typically, one would like to have very^ 

7 

specific so-called competitive inhibitors. They're 

8 

specific to the receptor of interest. \ 

9 

In that case -- in this case, actually, \ 

1 

10 

't 

we were looking at the ability of compounds to ! 

1 1 

inhibit the binding of -- of compounds that we knew 

12 

were already specific for the receptor, such as 

13 

nicotine, for example. 

14 

Q. So, if I understand this, if you know that 

15 

there's certain receptors that interact with the 

16 

nicotine, you can discover compounds that inhibit 

17 

that process? 

18 

A. It's -- it's not so much inhibiting as | 

19 

competing. In other words, if another compound has^''^ i 

1 

20 

similar interactions, then just by mass action, if j 

2 1 

you put more and more of that compound in there, it 

22 

will -- it will basically get in the way of the 

23 

nicotine binding and compete for it. So, it's not 

24 

/ 

really an inhibition; it's more of a competition. 1 

25 

Q. What would be the overall goal of determining 
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what the best inhibitor was? 

A. There was really no goal to - to look at a 
best inhibitor. It was more looking at a series of 
compounds, both antagonists and agonists, to 
determine an overall pharmacological profile for 
the receptors. 

Q. Since 1985, have you or anyone else in your 
laboratory determined the best compound -- I know 
that might not be a word you prefer, but the 
preferred compound as an inhibitor for nicotine? 

A. No. We never found anything that I would 
call a preferred compound, no. ^ 

Q. Is there a compound you've discovered or done 
tests with that has performed better than others in 
terms of inhibiting the binding capabilities of 
nicotine? 

A. Okay. Probably I should clarify that. ' 

Inhibiting the binding is probably 
misleading. It's -- the in -- inhibition of the 
binding is a measure of the affinity of that 
compound for the receptor. So I'd prefer to use 
the word "affinity." 

Q. I guess what you're saying is there’s a 
universe of receptors out there, and if you 
introduce more compounds, there's less things for 


V, 
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the nicotine to recept to - what's the word, the 
proper word? 

A. No, there's not a universe -- I mean, there 
are -- there are several different subtypes of ^ 

nicotinic receptors that have been identified. 

Q. Okay. 


A. And various compounds interact with them 
differently, including nicotine. 


Q. Well, if you 


if you did your studies, and 


I assume that you -- are you still continuing with 
this particular type of work today? 

A. The assay that's being described here is 
still used as a matter of course, yes, to -- to 
screen for "- for novel ligands. 

Q. And what does that -- what do you hope to use 
with that information? I mean, what's the 
overall -- at the end of the day, what do you hope 
to gain by knowing more about how these inhibitors 
work? Just the makeup of nicotine or the 


receptors ? 

A. What one can do is begin to get a “- an 
indirect picture of the binding site on the 


receptor, kind of a -- a lock-and-key idea, based 
on the known structures. — 

Q. Do you know, as you sit here today, why the 
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1 


nicotine act 


interacts with certain receptors? 


* \ 


2 

A. We understand more about the -- the 

3 

structural properties of the nicotine, yes. And 

4 

the -- the various other compounds that we used as.^^.^ 


5 

probes helped us do that, helped to understand 


6 

which parts of the nicotine molecule are important 


7 

for binding, for example. —^ 

8 

Q. Is it really the nicotine that interacts with 

9 

the receptors or a metabolite of the nicotine? 

10 

A. We've studied nicotine. It's -- it's -- I 

11 

think, at one point, we studied cotinine as well. 

12 

which is one of the major metabolites, and it does 

1 3 

not interact very well with the receptors, at least 

14 

in our hands. 

1 5 

Q. Does everything the -- the human body intake 

16 

interact with receptors in the brain? 

17 

A. Many things do, yes. 

18 

Q. Give me some examples of what's similar to 

19 

nicotine, the way it interacts with receptors. 

20 

A. I guess caffeine would be an example. 

2 1 

Q. Does it have to -- does it -- I'm trying to 

22 

distinguish between -- does milk interact with 

23 

receptors in the brain? 

24 

A. Milk is a complex mixture, so, I mean -- 

25 

Q. Is there anything in the -- 
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A. it's possible that there are specific 

compounds. For example, tryptophan, I think, is in 
milk. 

Q. What is tryptophan? 

A. It's an amino acid. 

Q. I mean, is there something particular about 
the receptors in the brain that are peculiar to 
nicotine and caffeine and certain compounds? 

A. I -- 

Q. And I'm trying to figure out -- chewing, if I 
chew gum, does that interact with receptors in the 
brain eventually? 

A. It's -- it's -- it's possible that if 
gum -- well, an example would be aspartame. It's 
made up of amino acids. When they're broken down, 
aspartame interacts with receptors in the brain. 

So, if gum were to contain that, yes. 

Q. Doe_s marijuana interact with receptors in the 

A. Components of thaX substance do. 

Q. Have you ever studied that? 

A. No . 

Q. Have you ever studied whether cocaine 
interacts with receptors in the brain? 

A. No . 
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1 

Q. Is nicotine different from, say, compounds of 

2 

milk that might interact with receptors in 

3 

the -- in the brain in the strength of their 

4 

interaction or in the intensity of it? 

5 

A. Not particularly, no. 

6 

Q. What's the end result, the orimarv end 

7 

result, of the interaction proc-ess y^th the 

8 

receptors? I mea,n-,.. wha t ' s the effect on the human 

9 

body? 

10 

A. That's actually what we're trying to 

11 

understand. I mean, we don't understand that 

12 

process completely yet. 

13 

Q. Is that understood today, to your knowledge. 

14 

with respect to caffeine? 

15 

A. Caffeine is probably, I would say, at the 

16 

same stage of development as nicotine, in terms of 

17 

our understanding. 

18 

Q. It has some effect on the brain, but it's yet 

19 

undetermined? 

20 

A. It's -- it's known to interact with certain 

2 1 

molecules in the brain, for ^j^m.p.l.e-,-adenosine 

22 

receptors. 

23 

Q. What are those? 

24 

A. Those are mol -- receptors that are there 

25 

on -- in many cases, on nerve endings, and they 
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1 

modulate the release of neurotransmitters. 

2 

Q. So the receptors in the brain, once a 

3 

compound such as nicotine interacts with them, have 

4 

different effects on the body. There's different 

5 

t voes of receptors, I assume? 

6 

A. Well, they have different effects on the 

7 

cells that -- that the receptors are located on. 

8 

As I say, trying to translate that into broader 

9 

biological effects is very difficult. 

10 

Q. Are there receptors, for example, that the 

11 

end result has an effect on muscle reaction versus 

12 

sensory perception? 

13 

A. One of the classical nicot.ijii.c receptor 


'■—^ . 

14 

subtypes is in muscle, yes. 

15 

Q. What is the effect on that receptor? 

1 6 

A. When nicotine binds to it and -- and -- as it 

1 7 

does to other nicotine receptors, you get a flow of 

1 8 

ions through the receptor into the cell. 

19 

Q. Is there anything else in the -- I don't know 

20 

if it's the smoke or the tobacco, per se, so 

2 1 

I -- I'll -- I'll use "the smoking process." Is 

22 

there anything else in the smoking process that you 

23 

have found interacts with receptors in the brain? 

2 4 

A. __ thesmoking process. 

25 

Q. Well, is it fair to say that it's -- it's the 
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1 

smoke and the -- the release of the nicotine that 

2 

interacts with the receptors? 

3 

A. Inpart, yes. 

4 

Q. Is there anything else in that process that 

5 

interacts with receptors in the brain? 

6 

A. I don't see how a process could interact -- 

7 

Q. I'm talking about a compound like nicotine. 

8 

Is there anything else you found in the -- 

9 

A. Other compounds -- 

10 

Q. -- smoke or constituents of smoke or tobacco 

1 1 

that intersects -- interacts with brain receptors? 

12 

A. Yes. 

13 

Q. _Ajre those? 

14 

A. Some of them -- so-called minor alkaloids in 

1 5 

tobacco. 

16 

Q. To the extent that nicotine does or -- 

1 7 

A. No, not as well. 

18 

Q. But there are still receptors in the brain 

19 

that interact with other compounds in the smoke? 

20 

A. Nicotinic receptors, yes. That's -- that's 

2 1 

all we've really looked at. 

22 

Q. But the major interaction occurs with 

23 

nicotine? 

24 

A. If one compares nicotine and the other minor 

25 

alkaloids, nicotine probably interacts better, for 


WAGA & SPINELLI (201) 992-4111 

ittp://legacy.library.ucsf.ediJ 2 'tid/ 2 wqQ^aOQ/pdi .industrydocuments.ucsf.edu/docs/slhl0001 




the most part. 


Q. Do -- have you done any studies to determine 
if drugs that have been defined as addicting by the 
Surgeon , General or any other body have a common 
process whereby all such drugs interact with 
receptors in the brain? 

A. You're ask 

MS. FEE: Object to the form. 

BY MR. MAISTROS: 

Q. Have you done any studies or looked at any 
research to determine if addictive drugs, that have 
been defined as addictive by either the Food and 
Drug Administration or the Surgeon General or 
anyone else, have a common attribute of binding 
with receptors in the brain? 

A. We have not studied that, no. 

Q. In any of the reading that you've done, is 
that a -- would that be an oversimplification, or 
do you know if that's ever been hypothesized, that 
all addicting drugs interact with receptors in the 
brain? 

A. Work has been done on compounds like cocaine 


to look at in teractions with receptors. A^^ to my 
knowledge,the primary inter action is not with a 


receptor, per se, but there have been molecules 
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isL?,n i ed in the bra in that interact.{i that 

compound, as an example* 

Q. On the third page of that report in front of 
you, under Roman Numeral II, B, paragraph 2, you 
say: (Reading) 

[The] presentations 
describing the 'Nicotine 
Receptor Pharmacology' 
program were prepared and 
given to representatives of 
the German tobacco 
subsidiary. 

Who were they and what was that? 

A. I imagine that was -- it was -- there were 
one or two people back in those days that would 
come through on a fairly regular basis and meet 
with various people in R & D, and they would sit in 
on these presentations. But this particular one 
was probably primarily for the scientific advisory 
board, and those people may have been there on a 
visit and just sat in. 

Q. The next paragraph says: (Reading) 

A memorandum describing 
the scope and aims of the 
Nicotine Receptor 
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1 

Pharmacology program was 

2 

prepared for upper 

3 

management. 

4 

Who was "upper management" in '85? 

5 

A. I'm sorry. I don't see where that -- 

6 

Q. Right below. 

7 

A. Part number 3? 

8 

Q. Yes. 

9 

A. (Reading) 

10 

Scope and aims of the 

11 

nicotine receptor 

12 

pharmacology program was 

13 

prepared for upper 

14 

management. 

15 

At that time it would have been John 

16 

Reynolds and possibly Alan Rodgman, who was the 

17 

head of the overall group that we were in at that 

18 

time . 

19 

Q. Okay. Is this record one that you recognize 

20 

would have been kept in the ordinary course of 

2 1 

business at your employment at RJR? 

22 

MR. MAISTROS: If I don't have to 

23 

repeat that after every one -- you produced these. 

24 

Can I assume that you're not going to object that 

25 

they're not business records of RJR? 


WAGA & SPINELLI (201) 992-4111 

ttp://legacy.library.ucsf.ediJi5tid/2wqQ^a00/pdi .industrydocuments.ucsf.edu/docs/slhl0001 



1 


MS. FEE: 


Well, it would depend. 


23 ] 


2 

3 

4 

5 

6 

7 

8 
9 

10 
11 
12 

13 

14 

15 

16 


mean, we're not -- 

MR. MAISTROS: I mean, he can 

object to the extent that this says "draft" on it. 

MS. FEE: Right. Well, I mean, 

I'm -- I'm not going to agree to authenticate each 
of these, if that's -- if that's what you're 
asking. 

MR. MAISTROS: How do you -- how do 

you want us to do that with these 10,000 documents 
prior to trial? 

MS. FEE: Yeah. I -- I know 

it's -- I realize it's a -- it's a problem. But -- 
and I assume that was one of the reasons you were 
asking the witnesses about them, was for that -- 
for that purpose. 


17 

18 

19 

20 
2 1 
22 

23 

24 

25 


MR. MAISTROS: And I was just 
trying to speed up the process today, if -- well, 
let's try this. 

BY MR. MAISTROS: 

Q. I'm going to show you a series of documents 
today, and unless you indicate otherwise, I want 
you to assume that these were produced by your 
counsel, or somebody in your -- in your company. 
And I want you to look at the document and tell me 
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if you have any reason to believe it's not as it 
was kept in the ordinary course of business by you, 
as a business record by RJR,' that is, if you were 
the author or the recipient. Okay? 

If you see something that says this 
looks kind of funny, I don't think this is the real 
document, I want you to tell me. Okay? 

A. I will. 

Q. Otherwise, I'm going to assume that these 
were produced in the ordinary course of business 
and are business records of RJR and are complete, 
to the extent that they go from page 1 to whatever 
they go to. 

MS. FEE: Well -- 

MR. MAISTROS: And your counsel can 

make a continuing objection. 

MS. FEE: Yeah, I would make 
a -- just a continuing objection. 

Yes, we did produce these 

documents, but without -- without seeing each one, 

I mean, I don't know whether -- like this one, for 
an example, has "draft" written on it. And -- and 
there could be other situations like that with 
individual documents that would -- would create a 
question about its authenticity -- 
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3 record status of 


6 BY MR. MAISTROS: 


8 Exhibit 29. 
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Out -- this report 
outlines an integrated 
Biobehavioral program, 
consisting of in-house and 
ex-house animal research, 
designed to achieve a 
fundamental understanding of 
the neuro~psychobio1ogica1 
effects of nicotine. 

Q. And the second sentence. 

A. (Reading) 

The overall goal of this 
research is to identify 
potential benefits derived 
from smoking, using a rodent 
model . 

Q. Is this or a similar program still in effect 
at RJR? 

A. To my knowledge, there is a program looking 
at the -- the biological effects of nicotine -- or 
the behavioral effects of nicotine in smokers, yes. 

Q. How about the purpose of which is to identify 
potential benefits derived from smoking? 

A. That I'm not sure, because I haven't been 
involved in that group for quite a number of years 


wf J 
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1 now. 

2 Q. Who would better know the answer to that? 

3 A. I believe Dr. Robinson is — is carrying out 

4 that research. 

5 Q. I'm sorry. It's in your first deposition, 

6 I'm sure, but when did you leave biobehaviora1? 

7 A. It was in the late '80s. I can't remember 

8 the exact year. 

9 Q. On the second page, it talks about program 

10 components. 

11 You can go to the second page. I'm 

12 sorry. 

13 A. Oh, I'm sorry. 

14 Q. You've got, down towards the bottom, "R.J. 

15 Reynolds," which is identified by an "R." and 

16 continuing on, you have "Bowman Gray School of 

17 Medicine" by a "B," "Woodward - University of 

18 Texas" by a "W," "Collins" -- I assume he's at 

19 Texas also -- 

20 A. No. Dr. Collins is at University of 

21 Colorado. 

22 Q. Okay. He's identified by a "C." 

23 Are those outlines that were used 

24 sometime after 1985? Or abbreviations, I'm sorry. 

25 A. I don't remember using these as a matter of 
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course. It may have been just for the convenience 
of writing the report. That's what it appears to 
be . 

Q. How long were you directly involved in this 
program? 

A. Maybe five or six years, roughly. 

Q. Did you prepare the charts in the last two 
pages of this document? 

A. I don't believe so, no. 

Q. As you sit here and look at this, is that 
your signature at -- on the -- page 9 of this 
document ? 


A . 

Yes , 

it is 

It appears 

to be . 

Q- 

Does 

this 

appear to be 

an accurate copy of a 


version of a memo that you prepared on July 26th, 
1985, and kept as -- in the ordinary course of 
business at your employment? 

A. It seems to be, since the last -- the last 
page -- it's sequentially numbered, and the last 
page is signed. 

Q. Can you tell me what years Dr. Hayes was at 
RJR? 

A. What years? 

Q. Yes. 

A. That's a hard question. I believe he came 
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around 1984 and he left early '90s, I believe. I 
can't remember exactly which year. 

Q. And how about Dr. Reynolds? 

A. I'm not sure when Dr. Reynolds began. He was 

there long before I got there. And he retired 
recently, I guess, within the last few -- several 
years. 

Q. He was there in the '50s though, wasn't he? 

A. I don't know. I doubt it very much. But 
based on his age, I would doubt that. 

Q. How oldishe? 

A. He can't be more than ten years older than 
me, so mid to late 50s, I would think. 

Q. Was there anyone in 1985, other than Hayes 
and Reynolds, that you were submitting memorandums 
such as this to? 

A. Those were the primary people, yes. 

Q. Was this particular document run through 
in-house legal counsel? 

A. I am not sure. 

(PLAINTIFF'S EXHIBIT NUMBER 30 WAS MARKED FOR 

IDENTIFICATION) 

Q. Exhibit 30 is an October 7th, 1985, memo 
prepared by you. 

(DOCUMENT HANDED TO WITNESS FOR REVIEW) 
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A. No, no, no. Just myself. 

Q. Oh, you and people below you? 

A. Yes. 

Q. How many people were working on that 
particular project, below you? 

A. In those days, it was just myself and a 
single technician. 

Q. On the last page, under Section C, 
"Miscellaneous," the first paragraph states: 

(Reading) 

The Biobehavioral R & D 
program was completely 
restructured to reflect and 
include additional ex-house 
research, as well as new 
in-house animal studies. A 
formal presentation was given 
to upper management. 

Who was upper management at this time? 

A. That probably would have been Dr. Hayes, at 
this point. 

Q. Wouldn't he, though, have been involved in 
the restructuring of the ex-house research and 
in-house animal studies? 

A. I mean, to the extent that he interacted with 
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Dr. Reynolds. But biobehavioral specifically would 
have been Dr. Reynolds' charge at that time. 

Q. And Hayes' title was what? '85. 

A. He may have still been director at that time. 

Q. Of what, fundamental research and 
development? 

A. Of biobehavioral/biochemical R & D -- 
biochemical/biobehavioral R & D. 

Q. And again, in paragraph 5, when you say 
"Reports, updates, etc. were communicated to 
management," you're referring, you believe, to 
Dr . Hayes ? 

A. Reports and updates typically would have been 
Dr. Reynolds. Unless he determined there was 
something that needed to be communicated forward, 
then that was at his discretion. 

Q. In the presentations you refer to "staff 
meeting for management and the Director." That's 
under paragraph 1, above that, in "Presentations." 

The director then you're referring to is 

Hayes ? 

A. That would have -- yeah, that would have been 
Dr. Hayes at that point. 

(PLAINTIFF'S EXHIBIT NUMBER 31 WAS MARKED FOR 

IDENTIFICATION) 
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Q. 


Okay. Exhibit 31 . 


(DOCUMENT HANDED TO WITNESS FOR REVIEW) 

The first page is a Xerox of a -- looks 
like a sticky that was put on a report prepared by 
you and Robinson/ dated November 8th, 1985. 

Dr. Robinson has testified, I believe, 
that that's his writing on the sticky note, so I 
won't bother you with that. 

A . Uh-huh. 

Q. But on the attached memorandum, can you tell 
me which portions of this -- well, first, let me 
back up. 

Does this appear to be a complete 
version of a memorandum prepared by you and 
Robinson on or about November 8th, 1985? 

(WITNESS REVIEWS DOCUMENT) 

A. It appears to be complete; however, I'm 
noticing on the last page that it was unsigned. 

Q. Right. And it says "draft" on the first 
page. I recognize that. I'm just talking in terms 
of, does it appear to follow from page 1 to the 
end ? 

A. It appears to, yes. 

Q. Did you go on a trip with Dr. Robinson to 
Dallas, Texas, October 21st to the 25th? Is that 
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what it appears to be a summary of? 

A. Society for Neuroscience Annual Meeting, yes. 

Q. When you would go on these -- Neuroscience 
Annual Meeting is a group of people similar to 
yourself who would get together from time to time 
and talk about what you were doing? 

A. The Neuroscience meetings were -- that was 
the society that many of us belonged to and still 
belong to. It's the society that includes the type 
of research that we do, as well as many other types 
of neurological research. So, there are probably 
20 or 30 thousand members, something like that. 

Q. And you would discuss at these meetings 
whatever people had been working on in the 
scientific community? 

A. Yes . 

Q. Would you, as a normal course of activity, 
prepare memorandums of what you learned at these 
meetings ? 

A. Typically, yes. 

Q. Such as this ? 

A. Yes . 

Q. And these would be provided to your 
supervisor? 

A. Yes . 
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Q. Dr. Reynolds? 

A. That's correct. 

Q. Was this something you did freely and 
voluntarily, or were you requested to do summaries 
of these trips? 

A. It was a combination of both, I believe. We 
wanted to make sure that -- if we learned anything 
new and interesting, that, you know, our other 
colleagueswouldbeawareofit. ^ 

Q. Now, on the second page it talks about, under 
"Nicotine Receptor Properties," that discussions 
indicated there were at least two distinct 
anatomically separate classes of receptors in the 
brain. I know this is 1985, but does that appear 
to be still true today? 

A. There are many other receptor subtypes that 
have been identified since that time. 

Q. When you say "subtypes," is there one main 
nicotine receptor with a lot of subtypes? 

A. No. No. It's -- it's really a class of 
receptors. 

Q. And how are they different? 

A. Both in structure and in function and 

I 

localization in the body. 

Q. They're all in the brain? 




2 ^ 


A . No . 

Q. Are there stronger -- is that a fair 
term -- are there stronger ones in the brain? 

A. No. There are 

Q. Dominant ones? 

A. Just different ones. I wouldn't use the word 

"dominant," no. 

Q. Where are they, other than the brain? 

A. I mentioned earlier the -- the classical 
nicotinic receptor, classical in the sense that it 
was the first one studied in any detail. This is 
the one at the neuromuscular junction. 

There are also nicotinic receptors in 



the gut. They're also present in the 
cardiovascular system, in ganglia, in thJ adrenal 


glands; reaJly, in -- in many different parts of 
the body, in addition to the brain. 

Q. And is it fair to say that wherever] these 


receptors are located in the -- in the body, that 


once nicotine gets into the system, they'|l 
interact with those receptors? 

A. That’s the presumption, 

Q. So that the nicotine in the smoking process 
interacts with more than just the brain; it 


interacts with these other items you've mentioned. 
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It has the potential to interact with all of 


the different subtypes, yes. 

Q. What type of -- what's the result of the 
interaction -- when you said "the gut," is that a 
scientific term? Is that my stomach or -- 
A. Yes. The gastrointestinal tract, yeah. \ 

Q. What's the end result of the interaction with 
the gut? ( 


A. One of the things that we're finding and 
others are finding is that it may have 


anti-inflammatory properties relevant to ulcerative 


colitis, for example. There have been several 
studies done now showing that the nicotine pate 


h— 


can cause remission of symptoms in that disease. 

Q. Have you at RJR determined, in the course of 
looking at these different receptors, that there 
are adverse reactions? 

A. Adverse reactions to -- 

Q. The nicotine interacting with the receptor, 
such as in the gut. 

A. There are side effects that are mediated by 
some receptor subtypes, yes. 

Q. Such as what? ^ - 

A. Nausea, vomiting, just general GI distress, 
changes in heart rate and blood pressure. Those 
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are all well-defined in the literature. 

Q. So that -- is it an oversimplification to say 
that when the nicotine interacts with the receptors 
in the cardiovascular system, that the -- 
one -- one end result or side effect is increased 
heart rate? Is that a particular -- 

A. It's -- 

Q. -- function of the receptor interactio^;^? 

A. It's one potential end result. But \ 

there -- heart rate and blood pressure are under 
very complex controls, both centrally and 
peripherally. 

So, in the literature, one can see 
reports of increased blood pressure as well as 
reports of decreased blood pressure. And it's -- I 
think it's because of this complexity that we don't 
completely understand yet. 

Q. Well, this particular summary says that -- as 
a result of this meeting, that the idea was 
reinforced; there's two distinct classes of 
receptors in the brain, just the brain. Are you 
saying there's more than two now? 

A. It's likely that there are more than two, 
yes . 

Q. Have you actually -- 
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A. Certainly more than these two. 

Q. Have you actually identified more than two in 
your research? 

A. We haven't personally. No, we haven't 
identified them in our laboratory, but others in 
the scientific community have. 

Q. Is there a Compound that has been discovered, 
to your knowledge, that totally inhibits the 

i 

receptors in the brain, insofar as they interact 
with nicotine? 

A. The -- there are well-known nicotinic 
antagonists that do, yes. 

Q. Such as what? 

A.___^_^uch as mecamy 1 ami ne . 

Q. So, if you digested that -- is that something 
you can digest? 

A. I'm not -- I believe mecamylamine -- 
mecamylamine is a -- was an approved drug, at one 
point, for some cardiovascular indication, which I 
can't remember. But it has this other property of 
lo 

Q. And are there different -- 

A. And I believe you can take it orally. 

Q. Are there different compounds that interact 
with receptors, depending upon their location in 
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the body? 


I'm talking about inhibitors. Do some 


inhibitors work better depending upon where the 
receptors are located? 

A. An example -- yes. An example would be 
hexamethonium/ which is a compound that doesn't 
cross the blood brain barrier, so it tends to 


inhibit more effectively at 

peripheral -- so-called peripheral nicotinic 
receptors. ^ 


Q. Is there a compound that's been discovered\ 

\ 

that inhibits in some fashion all the receptors 

1 

that interact with nicotine, regardless of where 
they're located in the body? / 

A. A universal inhibitor. It's -- I can't say 


for sure, but there -- d-tubocurarine, might be 
one. But I'm -- -- 


Q. What is that? 

A. It's a complex compound that appears to 


interact with many of the nicotine receptors an'd 


block the binding of -- of ligands to the 
receptors . 

Q. If such a compound existed, is it an ; 

oversimplification to say that it would essenti^^ally 
neutralize the effect of nicotine on the body?/ I 
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1 mean, if it was a total inhibitor. 

2 A. If it inhibited all of the receptors, then, 

3 yes, it would inhibit nicotine's effects, as well 

4 acetylcholine's effects. ' 

5 Q. Is is the only interaction in the bo^ 

6 that exists when nicotine is ingested in some \ 

7 fashion between the receptors? Is there some other 

8 process that goes on with the nicotine, or is it 

9 just the receptors? ^ 

10 A. To my knowledge, it's primarily the \ 

11 receptors, yes. That's the -- the interaction that 

12occurs. \ 

i 

- -- ^ 

13 Q. Has your company, to your knowledge, ever 

14 done any research to determine if there's an 

15 inhibitor that would neutralize the effect of 

16 nicotine in the smoking process? 

17 A. No . 

18 Q. What would be the primary end result or goal 

19 of attempting to identify the best nicotine 

20 inhibitor out there? 

21 A. That depends on how you define "best." 

22 Q. Most effective in -- in reducing the 

23 receptors -- the binding capacity of the nicotine 

24 receptor? 

25 A. Really, in the work that we do, the primary 
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1 

advantage of having those types of compounds is 


2 

to -- to be able to specifically study individual 


3 

receptor subtypes. So, a universal blocker really 


4 

doesn't, in that sense, do us much good. 


5 

It's the -- it's the same as looking for 


6 

selective agonists to activate the receptors. You 


7 

really can't understand the system completely until 


8 

you start dissecting out the different components. 


9 

Q. Well, how would you use that knowledge. 


10 

though, to improve overall sales of tobacco 


1 1 

products ? 


12 

MS. FEE: Object — 


1 3 

THE WITNESS: Which knowledge? 


14 

MS. FEE: Object to the form. 


15 

BY MR. MAISTROS: 


16 

Q. If you're looking at identifying, for 


17 

example, the -- the best inhibitor out there with 


18 

respect to nicotine receptors, how would that 


19 

assist you in improving the overall sales of 


20 

tobacco products? 


2 1 

MS. FEE: Same objection. 


22 

THE WITNESS: Yeah, as I say. 


23 

we -- we're not looking for the best inhibitor. 


24 

In fact, we're not looking for inhibitors at 


25 

all. 



WAGA & SPINELLI (201) 992-4111 

ittp://legacy.library.ucsf.ediJ 2 >tid/ 2 wqQ^aOQ/pdi .industrydocuments.ucsf.edu/docs/slhl0001 



1 


BY MR. MAISTROS: 


Q. Well/ I mean, you'll agree with me that the 
reports would suggest that you've looked at 
it -- thus far, that you're at least looking at 
inhibitors? 

A. That were identified by others, yes, as kind 
of classical tools to study the receptors. 

Q. But there's no overall goal that you know of 
that would use this knowledge to reduce the effect 
of nicotine on the body? 

A. Research in RJR? 

Q . Yes. 

A. No. Not that I know of, no. 

Q. And is RJR funding any such research, to your 
knowledge? 

A. Not to my knowledge, no. 

Q. Have they funded such research? 

A. Not to my knowledge. 


Q. On the 


if you turn in on the document 


you're looking at, in the lower left-hand corner 
there's a number, 7240. 

A. Okay. 

Q. Up at the top, the first full paragraph, the 
last -- that's four lines: (Reading) 

Several comments were 
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1 

received from scientists 

2 

viewing the poster relating 

3 

to the fact that the R.J. 

4 

Reynolds Tobacco Co. was 

5 

involved in CNS nicotine 

6 

research. Most of these 

7 

comments were very positive 

8 

in nature, while none were 

9 

particularly negative. 

1 0 

Why would there be any negative 

1 1 

comments? Or were there any negative comments? 

12 

A. No. Actually, I think, in those days people 

13 

were very excited that we were getting into this 

14 

area of research. I guess the presumption on their 

15 

part was that -- that we should be in that area of 

16 

research and that we could contribute. 

17 

Q. Why was that their presumption? Do you know? 

18 

A. No. But that's -- that's the general 

19 

impression that I got from talking with people in 

20 

those days. They felt that we had the expertise to 

2 1 

maybe develop some -- some new knowledge that would 

22 

help them with their work. 

23 

Q. Do you know if other tobacco companies are 

24 

doing similar research? 

25 

A. Similar research to -- 
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Q. Nicotine receptors. 

A. -- which -- not to my knowledge, no. 

Q. Were there -- at this particular convention, 
do you recall if there were other tobacco 
representatives there? 

A. I don’t recall ever seeing any, no. 

Q. And have you ever discussed your nicotine 
receptor research, back in this time or to the 
present, with representatives from other tobacco 
companies ? 

A . No . 

Q. On the page that’s identified as 7241 -- 

A. Uh-huh . 

Q. -- the middle of the page, could you read the 
first sentence. 

A. "Given"? 

Q. Yes . 

A. (Reading) 

Given the biased bent of 
the NIDA Addiction Research 
Center (where Jack 
Henningfield does all his 
"smoking addiction" 
research), the attempt to 
link nicotine with morphine 
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1 

is not surprising. 

2 

Q. What’s the NIDA Addiction Research Center? 

3 

A. The National Institutes on Drug Abuse. 

4 

Q. Is this -- is this your interpretation 

5 

of -- of the bias of NIDA, or is this Robinson's? 

6 

A . I - - 

7 

Q. Understanding that both of you drafted this 

8 

report. 

9 

A. Yes. I doubt that I would have commented on 

10 

that, because that was really his area of 

1 1 

expertise, and continues to be. 

12 

Q. What work were they doing with respect to 

13 

morphine and nicotine? 

14 

A. I'm really not sure. I haven't -- I'm not 

15 

really that familiar with Dr. Henningfield's work. 

16 

Q. There's a discussion here, though, of 

1 7 

Dr. London that precedes this. And you or Robinson 

18 

are summarizing in the paragraph above: (Reading) 

1 9 

The author concluded her 

20 

talk with the comment that 

2 1 

the 2-DG uptake patterns seen 

22 

with nicotine were very 

23 

similar to those patterns 

24 

seen in response to morphine 

25 

administration. 
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What's that in reference to? 


2 

A. I -- I don't believe that I reviewed her work 

3 

at that time. 

4 

Q. So, you believe that this -- at least this 

5 

section called "Glucose Utilization Studies" was 

6 

done by Dr. Robinson? 

7 

A. In terms of its interpretation as it's stated 

8 

here, I would have to say yes. 

9 

Q. Okay. In the next section, "Behavioral 

10 

Pharmacology," would that have been something you 

1 1 

would have done? 

12 

A. No. Behavioral was -- was John's area. 

13 

Q. In the paragraph below there's a statement: 

14 

(Reading) 

15 

Two papers were relevant 

1 6 

to some of the work which was 

17 

recently been done -- which 

18 

has recently been done for 

19 

our ex-house lawyers. 

20 

Do you know what papers -- obviously 

2 1 

they're identified, but why is it relevant to work 

22 

that was done for ex-house lawyers? 

23 

A. I'm not familiar with -- with that work at 

24 

all . 

25 

(PLAINTIFF'S EXHIBIT NUMBER 32 WAS MARKED 
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1 

FOR IDENTIFICATION) 

2 

Q. Let me show you what has been marked as 

3 

Exhibit 32 and ask you again: Does that appear to 

4 

be a complete version of a June 19th, 1986, letter 

5 

addressed to you with, I understand, several 

6 

attachments ? 

7 

(WITNESS REVIEWS DOCUMENT) 

8 

A. Yes, this is a letter addressed to me, and it 

9 

does have several figures attached to it. 

10 

Q. Now, during this period of time, was not 

1 1 

Dr. Collins working with you on your program for 

12 

identifying and researching nicotine receptors? 

1 3 

A. At that time. Dr. Collins was collaborating. 

14 

yes, on nicotinic receptor research. 

15 

Q. Do you have all of Dr. Collins' work with 

1 6 

respect to that program, or does your employer? 

17 

A. Essentially all of what Dr. Collins did was 

18 

published, so that would be in the scientific 

19 

1iterature. 

20 

Q. There's nothing Dr. Collins did for RJR that 

2 1 

was not published? 

22 

A. Not that I can recall. We may still have 

23 

the -- the raw data and some of his early figures. 

24 

such as these, in our file. 

2 5 

Q. What is the -- the -- if you can, identify 
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1 

2 

3 

4 

5 

6 

7 

8 
9 

10 
1 1 
12 

13 

14 

15 

16 

17 

18 

19 

20 
2 1 
22 

23 

24 

25 


the major theme or results that he is translating 
to you in -- in June of 1986 with this letter. 

A. I would have to go back and read through this 
before I could answer that. 

Q. Okay. 

(WITNESS REVIEWS DOCUMENT) 

A. This is -- this was work that he was 
undertaking to understand the -- if interaction of 
nicotine and -- or the effects of nicotine on 
stress reactions in various strains of mice. And 
as -- his endpoint for measurement was 
corticosterone levels. 

Q. In the second to the last paragraph, in fact, 
he says: (Reading) 

Taken together, these 
data indicate that genetic 
factors regulate the 
corticosterone response, but 
the genes involved are not 
the same as those that 
regulate the other nicotine 
responses that we have been 
measuring. 

What is -- what is the corticosterone 

response? 
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1 

A. That'S typical of -- of an animal that's in a 

2 

stressful situation. They release corticosterone 

3 

into the bloodstream/ and it has various 

4 

biochemical effects that help the animal cope with 

5 

the stressful situation. 

6 

Q. Did he continue with this research? 

7 

A. I -- I believe he finished doing work in this 

8 

area several years ago. It turned out -- my 

9 

recollection is that it was a -- it was a very 

10 

complex system, and they couldn't sort out 

11 

everything that was going on with the tools that 

1 2 

they had at the time. 

1 3 

Q. Is RJR still paying Dr. Collins for research? 

14 

A. Not at the present, no. 

15 

Q. Do you know how long they were? 

16 

A. A number of years. I'm not sure what it is 

1 7 

all totaled. 

18 

Q. Do you know what the circumstances were that 

19 

they stopped paying him for research? 

20 

A. Actually, a lot of the -- the research that 

2 1 

was discontinued was because of lack of funds; 

22 

budgets were getting tighter. And, really, the 

23 

ability to fund some of these academicians was a 

24 

luxury in the old days that we just couldn't afford 

25 

in -- in later years. 
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Q. In addition to Collins and Woodward, that 
were cited in the previous memos, doing outside 
research, as you sit here today, do you recall any 
other -- I'll call them ex-house scientists, you 
were using? 

A. Yes. 

Q. What were the other ones? 

A. We had some collaborative interactions with 
Susan Wonnacott and George Lunt at the University 
of Bath. We had some interactions with Dr. Jeffrey 
Gray at the University of London, Dr. Langone at 
Baylor, Dr. Giacobini at Southern Illinois. 

Those -- those were the primary ones. 


Q. 

Were 

any of these 

still 

being utilized when 

you 

left the group? 



A . 

Mos t 

of those -- 

in fact 

, I think all of 


those were ultimately discontinued. 

Q. Do you have knowledge of what ex-house 
scientists are collaborating now with the 
biobehavioral group? 

A. There's no biobehavioral group presently. 

Q. The -- what is the similar group today? 

A. I'm not sure what it's called. It may be 
psychophysiology now. 

Q. Do you have any inter -- interaction with 
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that group? 

A . No . 

Q. Were you asked to prepare any material or 
testimony for the hearings before the FDA on 
nicotine regulation? 

A . No . 

Q. Were you asked to prepare -- I'm sorry if I 
jasked you this before -- any portion of the 
statements that RJR gave to Congress on nicotine? 

A. Not to my recollection, no. I was never 
involved in that. 

Q. Since we concluded your deposition the last 
time, have you been interviewed by anyone 
concerning your work, other than lawyers? 

A. Interviewed — 

Q. In any — 

A. -- in the formal sense? 

Q. -- in any fashion? 

A. No. Not -- not other than just scientific 
interactions with various colleagues. 

Q. Have -- has anyone asked you what type of 
questions you were asked the last time you were 
deposed? 

A. No. 

Q. Have you reviewed the previous portion of 
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[your deposition? 

A. Yes,I have. 

Q. Was there anything in there that you found 
that was a misstatement that you -- you would like 
to correct or modify? 

A. Not particularly, no. It was fairly 
accurate, from what I could tell. Although, it was 
a little disconcerting to see how you sound on 
paper, as opposed to what you think you sound like. 

Q. It's worse when you watch the videotape. 

Have you looked at any further documents 
to prepare for your deposition today? 

A . No . 

Q. And have you met with counsel to prepare for 
your continued deposition today? 

A . Yes. 

Q. How long? 

A. It was maybe an hour and a half. 

Q. Did you discuss any portions of your previous 
testimony? 

A. Just in general terms. 

(PLAINTIFF’S EXHIBIT NUMBER 33 WAS MARKED FOR 

IDENTIFICATION) 

Q. If you look at what has been identified as 
Exhibit 33 -- 
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1 

(DOCUMENT HANDED TO WITNESS FOR REVIEW) 

2 

Do you recognize this document? 

3 

A. It's a proposal from a faculty member at 

4 

Bowman Gray School of Medicine for some research. 

5 

Q. That's Larry -- 

6 

A. Yes, I do -- I recognize the person's name 

7 

that's on this. 

8 

Q. Larry Daniel? 

9 

A. Yes. 

10 

Q. And what was his relation to RJR? 

11 

A. Actually, Larry was a -- a close personal 

12 

friend doing research in lipids. And at that time. 

13 

I had a personal interest in understanding more 

14 

about how lipids, if at all, interacted with 

15 

nicotinic receptors, or vice versa. And, so, Larry 

16 

submitted a proposal for a pilot study to see if 

17 

there was anything worth looking at in that area. 

18 

Q. Is that what this report summarizes? 

19 

A. I believe this is just the proposal portion. 

20 

not the results. Yeah. 

21 

Q. Why would he be submitting a proposal to RJR 

22 

if he was employed by Bowman Gray School of 

23 

Medicine? 

24 

A. As I say, several academicians over the years 

25 

submitted proposals for work that they thought 
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might be of interest to us. And then we had to 
review it and decide whether it was worthy of 
funding, basically. 

Q. Do you know if you funded this particular 
proposal? 

A. I believe we did, yes. 

0- And is there a report that summarizes the 
work as a result of this? 

A. I -- I really can't recall. There may be. I 
would have to check. 

Q. How was this going to help you in your 
nicotine receptor research? Or was it? 

A. Just -- well, the hope was that it would 
reveal some -- some new and interesting areas to 
pursue in terms of what effects the receptors had 
on -- on various cellular responses. 

Q. Is he still -- is Larry Daniel still at 
Bowman Gray? 

A. Yes. 

Q. Is he still working with RJR? 

A. No. 

Q. Is that a result of budget cuts or some other 
reason? 

A. Primarily, because there -- what -- what I do 
recall is that the work that came out of this 
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1 

didn't really show anything new or exciting. So, 

2 

we decided not to continue working in that area. 

3 

Q. But has he done other work for RJR? 

4 

A. Not to my knowledge. 

5 

(PLAINTIFF'S EXHIBIT NUMBER 34 WAS MARKED 

6 

FOR IDENTIFICATION) 

7 

Q. Exhibit 34 is a two-page document. 

8 

(DOCUMENT HANDED TO WITNESS FOR REVIEW) 

9 

It's from you to Dr. Hayes dated 

1 0 

December 1st, 1986. Does this appear to be a 

1 1 

complete version of a document you prepared on or 

12 

about such date? 

13 

A. As far as I can tell, yes. 

14 

Q. In the first paragraph, you talk about a 

15 

meeting being held of the Committee on Nicotine 

16 

Analogue Research. And you state that the purpose 

17 

was to: (Reading) 

18 

Organize an ex-house 

19 

research program to 

20 

investigate known nicotine 

2 1 

analogues, or to identify new 

22 

ones, that have minimal 

2 3 

cardiovascular activity. 

24 

Why was that a purpose of this program? 

25 

A. The -- the primary purpose, as I understood 
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1 


Yes . 


I mean, this has this has been 


^ D O 


2 

3 

4 

5 

6 

7 

8 
9 

10 
1 1 
12 

13 

14 

15 

16 

1 7 
18 
19 

2 0 
2 1 
22 

23 

24 

25 


A . 


pretty much my team for the last many years. 

Q. Are the scientists identified in the third 
paragraph -- Collins, Deadwyler, Crooks, 

Vesell -- still involved? 

A. Dr. Collins is involved simply in an advisory 
mode, as a consultant. Dr. Deadwyler is beginning 
some studies presently on -- on the receptors. 

Dr. Crooks has worked with us in the area of 
synthesis, synthetic organic chemistry. Dr. Vesell 
is no longer involved. 

Q. Are there people that have replaced the 
people that are no longer involved? I'm talking 
about outside laboratories. 

A. Right now, the -- the interactions that we 
had with our -- ex-house laboratories are in 
con -- as consultants. 

Q. In the second paragraph, it talks about: 

(Reading) 


The time frame for 
organizing this program by 
request of executive 
management, would be the 
first quarter, 1987. 

Who was "executive management"? 
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1 
2 

3 

4 

5 

6 

7 

8 
9 

10 
11 
12 

13 

14 

15 

16 

17 

18 

19 

20 
2 1 
22 

23 

24 

25 
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A. At that time/ it was probably Dr. Hayes. I'm 
not sure exactly what year he was promoted, but he 
became VP and officer of the company at some time 
right around then. 

Q. But this memo is to Dr. Hayes. Are 
you -- are you referring in this paragraph to 
Dr. Hayes at this point in time? 

A. 1 presume so. 

(PLAINTIFF'S EXHIBIT NUMBER 35 WAS MARKED FOR 

IDENTIFICATION) 

Q. Exhibit 35 is a March 11, 1987, memo of 

Dr. deBethizy to you. Appears to be a two-page 
document. 

(DOCUMENT HANDED TO WITNESS FOR REVIEW) 

Do you recall -- if you can look at this 
please -- do you recall receiving this document on 
or about March 11th, 1987? 

(WITNESS REVIEWS DOCUMENT) 

A. Yeah. It appears to be that I did receive it 
on that date, yes. Or it was at least coni 
that date. 

Q. And is it fair to say that this document 
summarizes the -- in some fashion -- the effect of 
nicotine on the cardiovascular system? 

A. It appears to, yes. 
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Q. And if you can read the first paragraph, what 
is what are -- what is meant by "Acute Effects," 

A-C-U-T-E? 

A* Those are effects that occur immediately or 
shortly after exposure to various entities or 
compounds. 

Q. And then the next heading refers to "Chronic 
Effects." How does that compare to acute effects? 

A. Chronic implies what the word "chronic" does, 
which would mean the effects would occur either for 
longer periods of time or intermittently over a 
longer period of time. 

Q. The acute effects that are noted in the first 
paragraph, would you agree that on or about March 
of 1987 those were recognized acute effects of 
the effect of nicotine on the cardiovascular 
system? 

A. That appears to be a summary of -- according 
to this -- of various effects that were summarized 
by the Surgeon General in a '79 report. 

Q. Do you disagree in any fashion with the acute 
effects that are noted by Dr. deBethizy in this 
memo ? 

MS. FEE: Object to the form. He 
just said they were the Surgeon General's. 
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1 

THE WITNESS: As far as I can tell. 

2 

what he’s done here is paraphrased something from 

3 

the Surgeon General's report. 

4 

BY MR* MAISTROS: 

5 

Q. Whether it's paraphrased or not from the 

6 

Surgeon General, do you dispute the 

7 

characterization of "The acute effects of nicotine" 

8 

by Dr. deBethizy? 

9 

MS. FEE: Same objection. 

10 

THE WITNESS: Again, I -- I would 

1 1 

not dispute what the Surgeon General has put down 

12 

in there -- in the report, because those were drawn 

13 

from literature -- literature studies over a period 

14 

of decades. These are all well-known, acute j 

15 

effects of nicotine. ^_ ^ 

16 

BY MR. MAISTROS: 

17 

Q. That's -- that's my only point of my 

18 

question. In fact, you had done similar studies at 

19 

RJR, had you not, that concluded some of these same 

20 

effects took -- took place? 

2 1 

A. No. I've not done them personally, no. 

22 

Q. RJR had done studies on the effect of 

23 

nicotine on the cardiovascular system, had they 

24 

no t ? 

25 

A. The only study that I can remember was maybe 
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one study that appeared in a book that we -- that I 
was an editor on. And I -- I can't remember 
whether they looked at blood pressure or heart 
rate, but it was a some -- a cardiovascular 
endpoint, yes. 

Q. Well, in this paragraph that says: (Reading) 

Nicotine causes the 
release of -- [I'm sure I'm 
going to screw up the 
pronunciation] -- epinephrine 
from the sympathetic nerve 
endings by direct stimulation 
of sympathetic ganglia -- [I 
can't tell if that's a 
period] -- sympathetic nerve 
endings, adrenal medulla, and 
chromaffin tissue. 

Do you understand what that sentence 


says? ' 

A. Yeah. Again, that's a well-known effect 
of -- of nicotine causing the release of -- of 
epinephrine and stimulating sympathetic ganglia 
Q. And the last sentence says: (Reading) 

The overall result of 
this stimulation is an 
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A. I believe it was Dr. Gilbert and 
Dr. Robertson -- Robinson. 

Q. In 1987, was there a separate division that 
would have looked at the effects of nicotine on the 
cardiovascular system within RJR? 

A. No. As I say, the only study that I can 
remember is the one I just mentioned, and that 
would have been, at that time, as part of the 
biobehavioral group. 

Q. And when I -- 

A. Division. 

Q. -- when I say, do you know if RJR did 
studies, I'm also including in that question 
whether or not they funded any outside research. 

A. They may have, yes. I'm not -- I can't 
recall specifically, but they may have. 

Q. On this next paragraph it says: (Reading) 

These effects of 
nicotine are transient when 
exposure to nicotine is short 
term . 

Does that mean it's of short duration? 

A. I presume that's what they mean by that, yes. 

Q. And it says: (Reading) 

Following chronic 
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exposure to nicotine 
And, again, we're talking about long 
term by the use of "chronic," correct? 

A. Yes . 

Q. ( Reading) 

Following chronic 
exposure to nicotine 
(21 milligrams/kilograms i.v. 
twice daily for 22 months), 
beagle dogs developed an 
elevated mean aortic pressure 
and decreases in the left 
ventricle ejection fraction 
and first derivative of left 
ventricle pressure- 
And it goes on to say: (Reading) 

No significant changes 
were observed in the heart 
rate, stroke volume, left 
ventricle end-diastolic 
pressure and volume, 
intraventricular conduction 
time, myocardial morphology, 
and serum lipids. 

Since dogs exposed to 
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cigarette smoke for the same 
period of time showed similar 
changes, it was concluded 
that nicotine was 
responsible. 

Is there any research you're aware of 
that RJR did to follow up on these chronic effects 
A. Not to my knowledge, no. 

Q. Is there anything in the literature today 
that -- that would change these conclusions from 
1987, that you're aware of? 

A. I mean, that's a literature that I'm not 
familiar with, so I'm not sure. 

Q. Who at RJR would -- would be a better person 
to address that issue? 

A. The issue of cardiovascular effe^yts? 

Q. Of the chronic -- chronic effects. 

1 

A. Again, I -- I could point you to 
Dr. Robinson. He may be able to point you to 
someone. But I can't think of anybody 
specifically. 

Q. It says in the next paragraph, second 
sentence: (Reading) 

Nicotine has been one of 
the leading candidates for 
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producing the cardiovascular 
effects that, reportedly, put 
smokers at a-high risk for 
myocardial infarction. 

What is myocardial infarction? 

MS. FEE: It says "higher," not 

high. 

MR. MAISTROS: What did I say? 

MS. FEE: "High." It says 

"higher." 

THE WITNESS: "Higher risk." 

MR. MAISTROS: Mine says "higher." 

Yours might be cut off. 

MS. FEE: No, it does say "higher." 

You said "high." 

MR. MAISTROS: Oh, I'm sorry. 

BY MR. MAISTROS: 

Q. "Put smokers at a higher risk for myocardial 
infarction." What is myocardial infarction? 

A. Again, that's not my area of expertise, but 
I -- I presume that means some sort of heart 
attack. 

Q. Do you know if RJR has done any research 
since 1987 to follow up on that particular issue? 

A. Not to my knowledge. 
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Q. Have they funded any such research? 

A. Again/ not to my knowledge. 

Q. Do you know why Dr. deBethizy is advising you 
of these issues in March of 1987? 

A. My recollection is that, as one of the people 
that was involved in CONAR at that time, he was 
commenting on an area that he had some expertise in 
that he thought could be of interest to the overall 
program. 

Q. In the next page, he refers to in-house 
research under a proposed program. It says: 
(Reading) 

Screen some of the more 
promising nicotine analogs 
in-house for acute 
cardiovascular effects in 
rats in Dr. Arnold T. 

Mosberg's physiology 
laboratory. 

Was that done? 


A . 

No . 

Not -- 

not to 

my recollection. 

no . 

Q- 

Do 

you 

know 

why ? 



A . 

No . 

I 

mean, 

the - 

- apparently the 

program, 


as it was finally formulated, didn't include 
everything that was originally proposed. 
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Q. Well, as you look under the proposed program 
for Gx-house research and in-house research, were 
any of these proposals followed through on? 

A. Not that I can remember, no. 

Q. What is the atherosclerotic process? 

A. That’s the -- the mechanisms over time that 
lead to cardiovascular disease, hardening of the 
arteries, if you will. 

Q. And there was a program proposed, at least 
according to this memo, to develop an animal model 
to study that? 

A. Under which -- 

Q. Ex-house research. 

A. "Animal models to examine" -- yes, that was 
proposed. 

Q. Was that done? 

A . No . 

Q. Do you know why? 

A. No. I think, as I say, that we just came to 

a -- a consensus at some point about what we could 
and couldn't do and what expertise we had available 
to us, et cetera. 

Q. You didn't have the expertise to study the 
study animals to determine the effect of nicotine 
on the cardiovascular system? 
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1 

A. Not in my group, no. 

2 

Q. Did RJR have the expertise in 1987 to do such 

3 

studies ? 

4 

A. Very little, actually, other than the one or 

5 

two people we here mention -- that are mentioned 

6 

here. And in -- and even in those cases, it was 

7 

areas of expertise from past experience and not 

8 

present work. 

9 

MR. MAISTROS: Would you mind if we 

10 

took a little break? 

1 1 

MS. FEE: No. 

12 

VIDEOGRAPHER: We're going off the 

13 

record at 10:20 a.m. 

14 

(RECESS TAKEN FROM 10:20 A.M. TO 10:33 A.M.) 

15 

VIDEOGRAPHER: We're going back on 

1 6 

the record at 10:33 a.m. 

1 7 

(PLAINTIFF'S EXHIBIT NUMBER 36 WAS MARKED FOR 

18 

IDENTIFICATION) 

19 

BY MR. MAISTROS: 

20 

Q. Dr. Lippiello, I've handed you Exhibit 36. 

2 1 

It's a two-page document. The first page is a 

22 

cover sheet -- it appears to be a cover sheet of an 

23 

abstract prepared by you and a Fernandes. 

24 

Who is K.G. Fernandes? 

25 

A. She was a technician working in my laboratory 
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at that time. 

Q. Was this a speech or a paper or a poster that 
you gave at a symposium? 

A. I can't recall whether it was a talk or a 
poster. But, yes, it was presented at the 
symposium in -- at Uppsala University. 

Q. Where is that? 

A. In Sweden. 

Q. Did you actually go to the symposium? 

A . Yes. 

Q. What is -- and the title of this on the front 
page says "Nicotinic Receptors in the CNS - Their 
Role in Synaptic Transmission." 

What -- what is "synaptic transmission"? 
A. That refers to the passing of neurochemical 
signals between neurons in the brain, or neurons 
anywhere in the body, for that matter. 

Q. What was the primary conclusion that 
you -- could be drawn from this presentation 
that at least the one you gave? 

A. According to the abstract, the primary 
culture system that we were using: (Reading) 

Appears to be a suitable 
model for studying the 
cellular location(s), 
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1 

function(s) of nicotinic 

2 

receptors in the brain. 

3 

Q. Talking about fetal rat brain? 

4 

A. Let's see. This -- we had cell lines at that 

5 

time also. Let me make sure. Yeah, these were 

6 

cultured cortical neurons from -- from rat brain. 

7 

That’s correct. 

8 

Q. How long did this particular work continue at 

9 

RJR? 

10 

A. It's continuing to the -- well, I mean, the 

11 

use of these cell model systems is continuing to 

12 

the present. 

13 

Q. Have you learned anything since 1988, when 

1 4 

this presentation was apparently made, to today. 

15 

that changes any of the conclusions that you gave 

16 

at the presentation? 

17 

A. Okay. Let me just read through here to make 

18 

sure . 

19 

Q. Okay. 

20 

(WITNESS REVIEWS DOCUMENT) 

2 1 

A. And the question was, based on this 

22 

information -- 

23 

Q. Anything that you've learned between 1988 and 

24 

today that would change any of the conclusions you 

25 

reached in this presentation. 
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1 A. No. That appears to still be accurate today 

2 as it was then. 

3 Q. What are "putative high affinity nicotonic 

4 receptors ? 

5 A. Nicotinic. Yes. We -- actually, in many 

6 cases, we still use the word "putative," or 

7 supposed, because, just based on binding kinetics 

8 and equilibrium binding, one can't directly assign 

9 that something is a receptor. It's a -- at that 
0 point, a binding site, if you will. So -- 

1 Q. Today, would you -- would you feel more 

2 comfortable taking out the word "putative"? 

3 A. Probably more comfortable but not completely 

4 comfortable at this point. There's still a lot to 

5 be learned about this system. 

6 Q. What is the reference to "high affinity"? 

7 A. That just refers to the binding of the ligand 

B to the receptor and the -- the strength of that 

9 binding. 

0 Q. So, in layman's terms, is it fair to say that 

1 they're strong receptors or 

2 A. No, not exactly. What it says is that the 

3 ligands -- or the ligands that bind to the receptor 


are - - 


specifically recognize it and bind to it 


with high affinity. 
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In other wordS/ the af_finity is a 
measure of how lon ^^_^oji^ ^ver^ j ^/ a lig and stays on 
the receptor and comes back off the receptor. 

Q. Have you done any research to determine if 
there are similar compounds that interact with the 
same receptors? 

A. Similar compounds that interact -- 

Q. Such as nicotine? 

A. -- that interact with these -- these -- 

Q. Are there -- are there -- are there specific 
nicotine receptors that only interact with 
nicotine? 

A. By definition. 

Q. Okay. 

A. Uh -- 

Q. So, I just want to be clear. When I refer to 
nicotine, or nicotinic receptors, there's 
particular receptors in the brain that their only 
purpose is to interact -- or their only function is 
to interact with nicotine. 

A. No, that's not true. 

Q. Why is that wrong? 


A. The presence of those receptors in the brain 
and throughout the body is to interact with 
acetylcholine, which is the endogenous -— 
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A. Yes . 

Q. So, when we refer to nicotinic receptors, 
we're not talking about receptors that only 
interact with nicotine. 

A. No. No. 

Q. Have you isolated other compounds that only 
appear to interact with the receptors that interact 
with nicotine? 

A. Isolate -- 

Q. In other words, are there receptors that 
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1 

Q. What are those? 

2 

A. That's -- that would be RJR-2403, which we 

3 

recently published on. 

4 

Q. Is there no dr minimal cardiovascular effect 

5 

of that analogue? 

6 

A. I wouldn't say no. It was less than -- less 

7 

potent than nicotsine. So, there are effects, yes. 

8 

but at much higher concentrations. 

9 

Q. And what do you hope to use RJR-2403 with? 

10 

A. We would like to develop it as an Alzheimer's 

1 1 

therapeutic. 

12 

Q. Are there any -- side effects is not the 

13 

right word. You had listed some items before that 

14 

have been determined to be a result of nicotine. 

15 

such as effect -- effect on the gut, cardiovascular 

16 

rate, et cetera. Are there any side effects of 

1 7 

RJR-2403 that are similar to nicotine? 

18 

A. Yes. As I said before, the -- many of them 

19 

are similar but occur at much higher 

20 

concentrations. So -- 

2 1 

Q. With nicotine? 

22 

A. Than with nicotine. 

23 

Q. You mean -- you mean, RJR-2403 -- 

24 

A. For example, in the gut, there are -- there's 

25 

contractility of the gut that you see with 
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1 

2 

3 

4 

5 

6 

7 

8 
9 

10 
1 1 
12 

13 

14 
i 5 
16 

1 7 
18 

19 

20 

2 1 
22 

23 

24 

25 


nicotine -- and this is an in vitro model. It 
takes approximately 10 fold more 2403 to see the 
same effect. So, when I say less effective, yeah. 

Q. There's less effect with the RJR-2403 than 
there is with nicotine? 

A. Yeah. If you compare them at the same dose 
or concentration. 

Q. Is that across the board, for all the effects 
that you listed? 

A. The in animal models, the heart rate and 
blood pressure effects, it was about 10 to 20 fold 
less potent. At muscle, we -* we didn't see much 
of an effect at all. So, you don't -- that 
particular compound doesn't seem to interact very 
much with muscle receptors. 

Q. The EKG effects that others were studying in 
RJR, have you looked at that with respect to 
RJR-2403? 

A. Yes, we have. Not -- not we personally, but 
we have had studies done, yes. 

Q. Is there any relation to nicotine? 

A. We did not see any effects with this 
compound. 

Q. And I understand that the testing methods 
have changed over the years, but at least current 
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1 

testing methods don't indicate an inter -- or a 

2 

relationship between RJR-2403 and the EKG response? 

3 

A. Not in -- no. I mean,- if -- if you're 

4 

referring to human studies where they do EKG, 

5 

that's -- no. In the studies that we had done. 

6 

there was no measurable effect. 

7 

Q. Is the -- people have referred to, and you 

8 

may have too, mild pharmacological effect of 

9 

nicotine. Do you remember that phrase? Have you 

10 

ever used that phrase? 

1 1 

A. I have not used that phrase, no. 

12 

Q. Others have used that phrase at RJR, 

13 

and -- in specific relation to the EKG effect. Are 

14 

you aware of that? 

15 

A. No. 

16 

Q. Do you know what I mean by a pharmacological 

17 

effect? 

18 

A. ^1 me^an, it's a ,general term for an effect 

19 

that results from exposure to some compound. And 

20 

it could be exogenous or endogenous. 


■■ __ _ _ _ —■■■ 

2 1 

Q. Would it be fair to characterize the EKG 

22 

effect of nicotine as a pharmacological effect? 

23 

A. If it can be directly related 

24 

mechanistically, I would -- I would agree, yes. 

25 

Q. And I know you you don't like the phrase 
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2 1 
22 
2 3 

24 

25 


"addiction" when referring to nicotine, and I don't 
recall if you were comfortable with -- it could be 
habit-forming; is that something you're comfortable 
with? 

A. I -- I'm uncomfortable with pinning all of 
those sorts of things on nicotine itself. I mean, 

I -- I think the -- smoking behavior is so complex. 
That's just one component of -- who knows? 

Hundreds, possibly. 

Q. Others at RJR have done research, though, on 
the effects of nicotine specifically in measuring 
EKG responses to nicotine. Are you aware of that? 
Are you aware -- 

A. I mentioned earlier that -- that Dave Gilbert 
was doing some studies. I don't know how he was 
doing his measurements, per se, but I remember 
seeing some heart rate data at one point. 

Q. Would you agree with me that there are 
certain effects that drugs have on the body that 
would indicate that there's at least a chemical 
reaction with the body and the drug that may result 
in or lead to habit-forming effects, whether it be 
miniscule or lead all the way up to addiction? Is 
that a characteristic common to habit-forming 
drugs ? 
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1 A. I mean, that's one characteristic that people 

2 have described, yes. 

3 Q. And I'm not talking about nicotine in 

4 particular, but -- take codeine or even caffeine. 

5 A. Uh-huh. 

6 Q. There's some chemical interaction, is there 

7 not, with the body? 

8 A. With caffeine, yes, that's true. 

9 Biochemical, I think, would be more accurate. 

10 Q. And that biochemistry reaction is linked, is 

11 it not, or do you know if it is, to the 

12 habit-forming characteristics of caffeine? 

13 A. I'm -- I have no idea. 

14 Q. When I talk about habit-forming or addictive 

15 qualities of drugs, is it your understanding that, 

16 at least all habit-forming or addictive drugs, 
there's some reaction with the body that makes it 
habit-forming or addictive? 

A. That’s one of the hypotheses, yes. 

Q. And whether you agree with me or not whether 
nicotine is habit-forming or addictive, there is 
some chemical reaction with the body that results 
between -- with the use of nicotine, is there not? 

MS. FEE: Object to the form. 

__ THE WI TNESS: So -- could you 
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1 

repeat the question? 

2 

BY MR. MAISTROS: ^ 

3 

Q. Would you agree with me that there is 

4 

some -- at some level, some chemical reaction. 

5 

between the body and nicotine when nicotine-- 

6 

is ingested? ^ 

7 

A. There is a biochemical interaction, yes, or \ 

8 

several different biochemical interactions. ) 

9 

Q. Is there the same biochemical interaction 

10 

with RJR-2403? 

1 1 

A. In some cases, yes. 

12 

Q. And what cases are those? 

1 3 

A. What we have found is that it's fairly 

14 

specific for one of the brain receptor subtypes 

15 

that are involved in cognition. 

16 

Q. You had mentioned last time there was some 

1 7 

work being done on enhancing performance as a 

18 

result of nicotine intake? 

19 

A. Some in-house, ex-house, or -- 

20 

Q. Yes. There were some studies that indicated 

2 1 

that there was slight improvement in certain 

22 

performance capabilities as a result of nicotine 

23 

intake. 

24 

A. I believe there were some studies done in the 

25 

biobehaviora 1 division on -- you know, looking at 
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1 that, maybe tensional effects, that sort of thing. 

2 Q. Is that -- when you refer to the cognitive 

3 abilities of the brain with respect to RJR-2403, is 

4 it fair to characterize those as similar to those 

5 performance-enhancement characteristics? 

6 A. In some ways, yes. We’ve looked, obviously 

7 more extensively, because we've done animal 

8 studies -- not in-house, but studies ex-house, on 

9 this compound. And it -- it appears to improve 

10 processes related to short-term memory, primarily. 

11 Q. The discovery of RJR-2403 -- I don't know if 

12 it's a discovery, but the realization that such an 

13 analogue exists, you said that the purpose was to 

14 use it for therapeutic purposes for Alzheimer's, 

1 5 correct ? 

16 A. Based on the animal studies and the -- those 

17 results, it's pointing us in that direction, yes. 

18 Q. Is there any programs or goals that have been 

19 developed to use RJR-2403 to reduce the effects of 

20 nicotine in its smoking process? 

21 A. No . 

22 Q. To your knowledge, is RJR conducting any 

23 studies to determine if there are analogues that 

24 could replace nicotine? 

25 A. No. 

WAGA & SPINELLI (201) 992-4111 

ittp://legacy.library.ucsf.ediJ2>tid/2wqQ^a00/pdf .industrydocuments.ucsf.edu/docs/slhl0001 



1 


Q. 


Are they funding any such studies? 



A. Not to my knowledge. 

Q. Is it fair to say that all the nicotine 
research that you're aware of that RJR is doing now 
is for the purpose of developing drugs, such as 
therapeutic drugs for Alzheimer's, as opposed to 
being used in improving or changing the -- let me 
start over. That's a terrible question. 

Is it your understanding that all the 
research that RJR is presently doing with respect 
to nicotine analogues is for the purpose of 
developing therapeutic drugs as opposed to 
modifying the tobacco smoke or tobacco cigarette? 

A. All the -- all the work that I'm aware of 
is is within my group, and the purpose is to 

develop therapeutics. 

Q. Are you doing any work on developing 
hypotheses or analogues or replacement compounds to 
be used in the tobacco/cigarette business? 

A. No . 

Q. Is anyone at RJR? 

A. Not to my knowledge, no. 

Q. Are you presently -- is it fair to say that ' 

your work, although it involves nicotine, has very , 

/ 

little to do with tobacco and cigarettes? / 
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That’s probably a fair statement, yes. 





A . 

i 

Q. And the -- the work that's being done by RJR, 
whether it's in-house or ex-house, with respect to 
nicotine, is it all related to developing 
therapeutic drugs? 

A. I'm not fully aware of all the ex-house work 
that’s going on. But, again, I can speak for my 
area, and that's — that's a true statement for my 
area . 

Q. So, you're not aware of any -- as you sit 
here today, anyway -- in-house or ex-house nicotine 
research that is related to the tobacco industry, 
per se? 

A. No, not per se. 

(PLAINTIFF'S EXHIBIT NUMBER 37 WAS MARKED FOR 

IDENTIFICATION) 

Q. The next document, it's Lippiello Exhibit 37. 
Do you recognize that handwriting? 

(DOCUMENT HANDED TO WITNESS FOR REVIEW) 

A. No. 



Q. I'm sorry. Is that "no"? 

A. "No." 

Q. Have you seen the documents attached to this 
handwritten page? 

A. I don't -- I mean, I -- I don't recognize it 
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immediately, no. 


It just appears to be a memo from 


John Reynolds to distribution. But I don't recall 
this memo specifically. 

Q. Do you -- do you recall being appointed to a 
committee to generate ideas for a proposed 
international nicotine symposium? 

A. I don't remember that happening, no. 

If -- it's unclear from this memo exactly what they 
were proposing. "Proposed International" -- 
No, this was Dr. Don Roberts, who 
retired quite a while ago. I'm not sure exactly 
what he was proposing at that time. But I don't 
recall our -- us ever putting together an 
international symposium of that sort. 

Q. Do you know who Enzey was, E-N-Z-E-Y. 

A. Where do you see that? 

Q. The handwriting in the -- almost towards the 
bottom. 

A. No. I've never seen that before. 

Q. And, to your knowledge, the International 
Nicotine Symposium that's referenced in this memo 
was never put together by RJR? 

A* No. I mean, there -- there were several 
symposia on nicotine over the years, but I don't 
recall us ever putting one together. 
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1 

(PLAINTIFF'S EXHIBIT NUMBER 38 WAS MARKED FOR 

2 

IDENTIFICATION) 

3 

Q. Okay. The next document is Lippiello 

4 

Exhibit 38, February I3th, 1991, memo, signed by 

5 

you, correct? 

6 

(DOCUMENT HANDED TO WITNESS FOR REVIEW) 

7 

A. Abstracts. Yes, that appears to be signed by 

8 

me, yes. 

9 

Q. Now, the -- you say that you're enclosing 

10 

copies of abstracts from 15 contributors to the 

1 1 

monograph. Is that the Premiere monograph? 

12 

A. No. This was the book that I referred to 

13 

earlier on the biology of nicotine. And that was 

14 

an in-house group that we put together of people 

1 5 

that we were funding at the time. 

16 

Q. So, all 15 contributors that are summarized 

17 

in this document were either in-house or funded by 

18 

RJR? 

19 

A. Yes . 

20 

Q. They all appear to be -- actually, if you 

2 1 

look through it, most of them are ex-house, are 

22 

they not? 

23 

A. Most of them are, yes. And many of these 

24 

names I mentioned earlier. 

25 

Q. What's the title of the book? 
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A. It's the -- I believe it was the "Biology of 
Nicotine." But there may have been a subtitle 
also. 

Q. Who was the publisher? 

A. I believe it was Raven Press. 

Q. Were you responsible for organizing the book? 
A. John Robinson and I. And, I believe, 

Dr. Collins and Dr. Gray were also coeditors on 
that book, as well. 

Q. Is that the only book that you contributed to 
during your employment at RJR, as opposed to a 
paper or manuscript? 

A. No. I contributed probably to seven or eight 
different books over the years. Not that we 
directly edited, but as part of symposia and 
presentations that were then published. 

Q. But this particular book, is it fair to say 
it was an RJR-funded book totally? 

A. It was a book that we put together based on 
all of the research that was being done at the 
time, either in-house or ex-house. It was an 
attempt to consolidate everything into -- into one 
place. 

Q. As you look through here, you contributed a 
chapter on -- if you go in to page 11256 in the 
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1 

lower left-hand corner -- 

2 

A . Okay. 

3 

Q. -- you contributed a chapter, did you not, on 

4 

the effects of nicotine on in vitro models of CNS 

5 

neuronal activity? 

6 

A. Yes. We were coauthors with some people at 

7 

Bowman Gray School of Medicine on that. 

8 

Q. What does the last sentence of your summary 

9 

of your presentation say? 

10 

A. (Reading) 

1 1 

The fact that the 

12 

presence of nicotine can have 

1 3 

such a profound influence on 

14 

other receptor mediated 

1 5 

synaptic processes provides a 

16 

potential neurophysiological 

17 

basis for the motivation to 

18 

increase nicotine levels in 

19 

the human CNS via inhalation 

20 

of cigarette smoke. 

2 1 

Q. What does that mean? 

22 

A. Let's see. Let me read that again. 

23 

(WITNESS REVIEWS DOCUMENT) 

24 

Appears to be a statement relating the 

25 

effects of nicotine that -- some of the potential 
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1 

effects of nicotine from smoking. 

2 

Q. Well, what effect is specifically referenced 

3 

in this sentence? 

4 

A. These were cell -- cell studies done at 

5 

Bowman Gray in Dr. Deadwyler's lab, and they were 

6 

looking at -- they have a setup for looking at the 

7 

electrophysiological effects at the cellular level. 

8 

And they were looking at various ionic currents 

9 

into -- into and out of those cells using that 

10 

technique. 

1 1 

Q. * Is it fair to say that, at least in 1991', \ 

12 

that you were summarizing findings that humans are 

1 3 

motivated to take in more nicotine levels to \ 

14 

increase neurophysiological activity? \ 

15 

\ 

A. Well, as a result of these studies, that was \ 

16 

a potential conclusion that was drawn. _ ^ 

17 

Q. Well, is there anything that's changed 

18 

between 1991 and the present that would alter this 

19 

conclusion? 

20 

A. No. I don't think anybody would dispute the 

2 1 

fact that nicotine is part of the enjoyment of the 

22 

smoking process, and that part of that may 

23 

be -- may involve some of these cellular mechanisms 

24 

that we're trying to understand. 

25 

Q. Is it still your conclusion that nicotine has 
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a profound influence on receptor mediated synaptic 
processes ? 

A. I mean, I wouldn't say "profound." I think 
that's probably an overstatement. But certainly an 
influence. 

(PLAINTIFF’S EXHIBIT NUMBER 39 WAS MARKED FOR 

IDENTIFICATION) 

Q. The next document is 39. It appears to be a 
summary of a U.S. patent with your name on it. 
(DOCUMENT HANDED TO WITNESS FOR REVIEW) 

A. That'S correct. 

MS. FEE: Jack, do you -- do you 

have one for me? 

MR. MAISTROS: I'm sorry. 

MS. FEE: Thanks. 

BY MR. MAISTROS: 

Q. What is this patent for or what was it for in 
July of '91? 

A. Let me just read the abstract here. 

(WITNESS REVIEWS DOCUMENT) 

Has to do with: (Reading) 

Cigarettes having high 
nicotine content tobacco cut 
filler are rendered smooth 
smoking and palatable by 

WAGA & SPINELLI (201) 992-4111 

icsf.eduitid/zwqQ^aOO/pdf .industrydocuments.ucsf.edu/docs/slhl0001 




incorporating an organic acid 


salt additive therein. 

And then various things related to that. 

Q. What was your purpose of of applying for 
this patent? 

A. Well, this was a -- my recollection is that 
this was an idea that I had, at the time, related 
to some things I had heard about some of the acids 
that they were using in these studies. They were 
migrating to the paper or they were — there were 
physical chemical issues involved. And I had the 
idea that, if you made a salt, it wouldn't — it 
wouldn't do -- it wouldn’t migrate to the paper and 
do some of these other things. 

Q. So ““ 

A. So, I submitted a disclosure. And then *^ 
and then the main people that were working in this 
area, which were Redding and Perfetti and others, 
went on to fill in some detail behind that. 

Q. At least in 1991, your work was still related 
to the development of a better product for RJR in 
terms of cigarettes? 

A. No. Not my personal work. This was an aside 
idea that I had. 

Q. Were you doing this work at RJR? 
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1 

A. No. I -- as I say, I was not doing work in 

2 

this area. This was an idea that I had that was 

3 

submitted as a disclosure. 

4 

Q. A disclosure to who? 

5 

A. To our patent person. 

6 

Q. This is not a -- 

7 

A. This was not work that I was doing, per se. 

8 

Q. Was this ever submitted as a proposed patent? 

9 

A. Ultimately, yes. 

10 

Q. And has it been patented? 

11 

A. Yes. 

12 

Q. And what is the primary overall positive 

13 

effect this patent has on RJR's tobacco product? 

14 

MS. FEE: Object to the form. 

15 

THE WITNESS: I have no ’idea. 

16 

BY MR. MAISTROS: 

1 7 

Q. What is "high nicotine content tobacco cut 

18 

filler"? What does that reference? 

19 

A. I'm embarrassed to say, I don't know. Again, 

20 

this was an area that I wasn't working in. It was 

2 1 

just a chemical idea that I had and submitted to 

22 

these folks who then went with it. By virtue of 

23 

the fact that it was my concept, I'm on the patent. 

24 

But, beyond that, I really didn't work with them 

25 

very much on this. 
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1 

Q. Do you know if -- if Reynolds began selling 

2 

as a product a cigarette that incorporated an 

3 

organic acid salt additive? 

4 

A. Not to my knowledge. I -- I really wouldn't 

5 

have knowledge of that. 

6 

Q. You don't know if your idea was ever 

7 

developed into a -- or used in a product sold by 

8 

RJR? 

9 

A. Not to my knowledge, no. 

10 

Q. Not to your knowledge or you don't know? 

11 

A. I __ I simply don't know. 

12 

Q. Did you actually do research on this 

13 

particular topic? 

14 

A. No. None -- not -- none of the work that was 

15 

in this patent was anything that we were working on 

16 

ourselves, no. 

17 

Q. Who is Robert Suber? 

18 

A. He's presently in the -- I can't remember the 

19 

name of the group, but he's presently employed in 

20 

R & D. 

2 1 

Q. What is Clemmons? 

22 

A. Clemmons is a town west of here. 

23 

Q. Who was Redding? 

24 

A. Jerry Redding, I believe, was a — I've never 

25 

actually met Jerry, but he was working -- I 
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1 

don't -- he may still be working with Tom Perfetti 

2 

on some of the issues that were in here and 

3 

probably other things by now. 

4 

Q. Do you have your name on any other patents at 

5 

RJR? 

6 

A. Yes. 

7 

Q. Which ones? 

8 

A. Those related to all of the potential use of 

9 

nicotine-like compounds as therapeutics. 

10 

Q. Have you -- do you have your name on any 

11 

other patents that relate to potential uses of 

12 

discoveries with respect to tobacco products? 

13 

A. I think -- I believe this is the only one. 

14 

But, again, some -- you know, I'd have to look 

15 

back, because I know there's some 20 or 30 now, and 

16 

I -- I’d have to look back. 

17 

(PLAINTIFF'S EXHIBIT NUMBER 40 WAS MARKED FOR 

18 

IDENTIFICATION) 

19 

(DOCUMENT HANDED TO WITNESS FOR REVIEW) 

20 

Q. And the next document is Exhibit 40, a paper 

2 1 

entitled "Characterization of Nicotinic Receptors 

22 

on Cultured Cortical Neurons Using Anti" -- can you 

23 

pronounce that word for me? 

24 

A. Idiotypic. 

25 

Q. -- "Idiotypic Antibodies and Ligand Binding." 
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1 In shorthand, what was the purpose of 

2 this paper? 

3 A. This was a collaboration that was done with 

4 Dr. John Langone, whose name I -- I believe I 

5 mentioned earlier, as well. And he was developing 

6 these antibodies. What an idiotypic antibody is an 

7 antibody against an antibody, 

8 So, if you can imagine that the — if 

9 you made an antibody against nicotine, for example, 

10 it would be specific for nicotine. And then, if 

11 you make an antibody against that antibody, there 

12 are portions of that second antibody that have 

13 structural features, kind of in a mirror image 

14 fashion, to the original nicotine. 

15 And so, this was a way that Dr. Langone 

16 was trying to use to develop new probes to -- to 

17 look at these receptors. 

18 Q. What was your role in this research? 

19 A. We used those antibodies to -- we looked at 

20 the binding of those antibodies to various cell 

21 types and then visualized them in a fluorescence 

22 microscope to see where the -- the presumed 

23 receptors that this was binding to were located. 

24 Q. Do you know when this article -- I recognize 

25 this is a terrible copy. I couldn't get a better 
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1 

one. Do you know when this was published? 

2 

A. It would have been late ’80s, I believe. 

3 

Q. At the point in time you were doing this 

4 

research and publishing this article, was it 

5 

related to -- end result related to RJR's tobacco 

6 

products ? 

7 

A. No. This was still an attempt on our part to 

8 

understand more about the receptors. We had done a 

9 

lot of work on it, that you've already seen, on 

10 

binding and those sorts of things. And this was 

11 

just another stage in the development of the 

12 

research, to understand more about where they were 

13 

located. 

14 

Q. And you testified that you're not currently 

15 

doing any work now related to RJR's tobacco 

16 

products, correct? 

17 

A. That's correct. 

18 

Q. At some point, you were, were you not, when 

19 

you started? 

20 

A. Well, I'm -- I think we talked a little bit 

2 1 

about the lip print study. That was the very first 

.7 2 

thing I did when I worked for the company. 

23 

Q. Do you know at what point in time, if there 

24 

was a clear demarcation, where you had absolutely 

25 

nothing to do with the tobacco products of RJR in 
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terms of your research? 

MS. FEE: Object to the form. 

THE WITNESS: Our research was 

never directly related to tobacco products. It was 
always related to understanding the effects of 
nicotine, using these various approaches. 

BY MR. MAISTROS: 

Q. Well, do you recall that the document that 
you looked at that talked about one of the 
commercial goals was to reduce the declining sales 
of cigarettes? 

MS. FEE: Which document? 

BY MR. MAISTROS: 

Q. In your first portion of your deposition, 
there was a document I showed you that talked about 
technical goals and commercial goals of your 
research. 

A. I -- I recall there was some documentation 
regarding the biobehavioral research program and 
some of its goals. 

Q. And among the goals listed in that document, 
there were technical goals of understanding 
nicotine and receptors. And there was commercial 
goals of reducing the decline in sale of 
cigarettes. Do you recall that? 
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A. There may have been. I'd have to look at it 
again. 

Q. Are you saying that, as far as your 
understanding of what you were doing, since you 
started at RJR, none of it was related to the 
commercial aspects of RJR's sale of tobacco? 

A. None of it was ever used that way, that I 
know of . 

VIDEOGRAPHER: Mr. Maistros, we 

have five minutes left on the videotape. 

BY MR. MAISTROS: 

Q. Does this document in front of you appear to 
be a complete version of this paper, as poorly as 
it is copied? 

(WITNESS REVIEWS DOCUMENT) 

A. It appears to be. There's -- it's hard to 
tell whether there might be another page of 
references . 

MR. MAISTROS; We're going to take 
a short break to change the tape. 

VIDEOGRAPHER: We're going off the 

record at 11:11 a.m. 

(RECESS TAKEN FROM 11:11 A.M. TO 11:13 A.M.) 

VIDEOGRAPHER: This is Tape 2 of 

the videotaped deposition of Patrick Lippiello, 
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1 

Ph.D. We're going back on the record at 11:13 a. m. 

2 

(PLAINTIFF'S EXHIBIT NUMBERS 41 AND 42 WERE MARKED 

3 

FOR IDENTIFICATION) 

4 

BY MR. MAISTROS: 

5 

Q. I'm showing you what's been marked as 

6 

Exhibits 41 and 42 -- it's two separate 

7 

papers -- authored by you and another individual. 

8 

The first one, 41, was accepted for publication in 

9 

apparently 1986 and the second one in 1987. 

10 

First, do these appear to be complete 

11 

versions of the papers that were published during 

12 

those years? 

13 

(WITNESS REVIEWS DOCUMENTS) 

14 

A. The first one does. And the second one does 

15 

also. 

16 

Q. These two papers -- rather than have me read 

17 

it and mess up the pronunciation, could you tell me 

18 

the titles of both these, beginning with 41 and 

19 

then 4 2. 

20 

A. Okay. The first one is -- 

2 1 

Q. Slowly for the court reporter. 

22 

A. Sure. "The Binding of L-[3H]Nicotine 

23 

to a Single Class of High Affinity Sites in Rat 

24 

Brain Membranes." And the second is "Kinetics 

25 

and Mechanism of L-[3H]Nicotine Binding to 
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Putative High Affinity Receptor Sites in Rat 
Brain," 

Q. What’s the main distinction between the two 
themes of these papers, since they both involve the 
nicotine binding? 

A. In one case -- in the first case -- in fact, 

I believe this may have been the first paper that 
we published on this work. We were looking at the 
basic so-called equilibrium binding properties of 
nicotine to the receptors and also trying to get an 
understanding of the pharmacological profile. That 
is, we discussed earlier taking other types of 
nicotinic compounds and seeing how they inhibit the 
binding or compete for the binding of nicotine to 
the receptors. And that gives an idea of what the 
pharmacological properties of the receptors are. 

So, that's -- that's primarily the first 
paper. And -- and my recollection is that one of 
the main points that we were making with this paper 
is that, using nicotine itself as a probe, there 
appeared to be just a single class of receptors 
that were binding the nicotine. 

There had been some various findings in 
that area, one way and the other. And we felt that 
the approaches we used fairly definitively showed 
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1 

that there was a single class. 

2 

Q. Is that still true today, to your knowledge? 

3 

A. Using nicotine as a probe, yes, by virtue of 

4 

its binding properties to those receptors. 

5 

Now, there are other receptor subtypes 

6 

that are now known where nicotine would not have 

7 

shown up in this type of assay. 

8 

Q. In 1986 and '87, when you did -- or 

9 

coauthored these two papers, is it your testimony 

10 

that this was totally unrelated to the sales of 

1 1 

tobacco products by RJR? 

12 

A. Yes. 

13 

Q. That the purpose, goal, or results of both of 

14 

these papers was to be used in no fashion with 

15 

respect to the sale of cigarettes? 

16 

A. Is that a yes-or-no -- 

17 

Q. I'm asking you: Do you agree with that? 

18 

MS. FEE: Object to the form. 

19 

THE WITNESS: One more time. 

20 

please. 

2 1 

BY MR. MAISTROS: 

22 

Q. Was the purpose of either of these two 

23 

papers, to your knowledge, to be used in any 

24 

fashion with respect to the sale of tobacco 

25 

products by RJR? 


WAGA & SPINELLI (201) 992-4111 

ttp://legacy.library.ucsf.ediJi5tid/2wqQ^a00/pdi .industrydocuments.ucsf.edu/docs/slhl0001 



3 1 1 


1 

A . No . 

2 

Q. At this point in time, '86/'87, had you 

3 

developed a hypothesis for the use of nicotine with 

4 

respect to Alzheimer's? 

5 

A. Not at this point, no. 

6 

Q. So your purpose was basic scientific 

7 

understanding of the effect of nicotine? 

8 

A. That's correct. 

9 

Q. And at least at this point in time, you were 

10 

part of the biochemical/biobehavioral group? 

11 

A . Yes. 

12 

Q. In '86/'87, Reynolds was your supervisor? 

13 

A. Yes. 

14 

(PLAINTIFF'S EXHIBIT NUMBER 43 WAS MARKED FOR 

15 

IDENTIFICATION) 

16 

Q. Exhibit 43, the middle paragraph has a 

i7 

reference to something that you did, or appears to 

18 

be something that you did. Can you tell me what 

19 

that is ? 

20 

(DOCUMENT HANDED TO WITNESS FOR REVIEW) 

2 1 

A. It appears to be an abstract. The title is 

22 

"The Role of Desensitization in CNS Nicotinic 

23 

Receptor Function." 

24 

Q. Do you know what this is an abstract of? 

25 

A. Let me just read through it here. 
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1 

(WITNESS REVIEWS DOCUMENT) 

2 

Yeah. This -- this describes some of 

3 

the functional effects on the nicotinic receptors 

4 

by various ligands, focusing on the issue of 

5 

activation versus desensitization. 

6 

Q. Was this part of a symposium or a -- 

7 

A. I believe this was a Duke symposium; however. 

8 

I’d have to see the full document to be sure of 

9 

that. 

10 

Q. About what time frame? 

1 1 

A. I can't remember exactly when that was. But 

12 

I believe it was a -- it was a -- a talk that I 

13 

gave at that symposium. 

14 

And this was based on some work that 

15 

Richard Prince had done in my laboratory. He was a 

16 

postdoc at the time. And some preliminary studies 

17 

by Merouane Bencherif. 

18 

Q. In the first couple of lines it talks -- it 

19 

identifies you and Prince. Who was Prince? 

20 

A. He was a -- a postdoctoral fellow in my 

2 1 

laboratory as part of the Duke postdoc program. It 

22 

was a joint postdoc program between RJR and Duke. 

23 

Q. Is that what's referenced, the "Integrated 

24 

Toxicology Program"? Is that part of Duke? 

25 

A. Yes. Yes. 
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1 

Q. Did this research in this symposium or this 

2 

paper have anything to do with the sale of tobacco 

3 

products by RJR? 

4 

A. No . 

5 

(PLAINTIFF'S EXHIBIT NUMBER 44 WAS MARKED FOR 

6 

IDENTIFICATION) 

7 

Q. The next document is Exhibit 44. 

8 

(DOCUMENT HANDED TO WITNESS FOR REVIEW) 

9 

A. Uh-huh. 

10 

Q. "Identification of Putative High Affinity 

11 

Nicotine Receptors on Cultured Cortical Neurons/" 

12 

and it's 1988. 

13 

How does that differ from 42 that you 

14 

identified earlier? It's published in '87. 

15 

A. Okay. In '87 we were studying the kinetics 

16 

of -- of binding of nicotine to the receptors. And 

17 

in this more recent paper, we were trying to 

18 

identify whether or not these receptors were 

19 

actually present on cultured cortical neurons, as 

20 

opposed to the previous studies which were done on 

2 1 

homogenates of -- of tissue as opposed to cells. 

22 

Q. Did this research, to your knowledge, have 

23 

anything to do with the sale of tobacco products by 

24 

RJR? 

2 5 

A. No . 


WAGA & SPINELLI (201) 992-4111 

ttp://legacy.library.ucsf.edijitid/ 2 wqQ^a 00 /pdv .industrydocuments.ucsf.edu/docs/slhl0001 




3 14 


1 

Q. Was RJR in 1986, '87, and '88 marketing any 

2 

drugs? 

3 

A. Marketing drugs? 

4 

Q. Yes. 

5 

A. Not to my knowledge, no. 

6 

Q. In 1986, '87, and '88, what was the primary 

7 

business of RJR? 

8 

A. As far as I know, to market and sell 

9 

cigarettes. 

10 

Q. How many other individuals, other than 

1 1 

yourselves, were doing research unrelated to the 

12 

sale of cigarettes? 

13 

A. I have no idea. All I can do is speak for 

14 

myself and Kay, who was with me at the time, and 

15 

the postdoctoral fellows, and we were doing basic 

16 

research on nicotine. 

17 

Q. But your group, the biobehavioral/biochemical 

18 

group, was doing research related to the sale of 

19 

cigarettes, was it not? 

20 

A. Not directly that I know of. 

2 1 

Q. I'm not talking about you in particular. I'm 

22 

talking about others in that group during this 

23 

period of time. Were they not doing research on 

24 

projects related to the sale of cigarettes? 

25 

A. Not that I know of, no. 
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Q. So, for example, if Pritchard was doing work 
on trying to understand the biobehavioral aspects 
of cigarette smokers, would you consider that 
related to the sale of cigarettes? 

A. Not -- not directly. 

Q. Why would you not? 

A. I -- I view that as trying to understand the 
bio1ogica1/biobehaViora1 effects of the product. 

Q. And you don't see a connectior between that 
and the sale of cigarettes? 

A. Ultimately, there may be. But I don’t see a 
direct connection from there to -- to the sale of 
cigarettes. 

Q. Is there -- I know that 
biobehavioral/biochemical was under R & D at that 
time? 

A. Yes . 

Q. Was it under research or was it under 
development? 

A. They were one and the same. I mean, all 
under the same umbrella. 

Q. Was there a separate group that focused upon 
improving the product as opposed to just 
understanding how the product workeo? 

A. Yes. There were product developers within 
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1 R & D, yes. 

2 Q. Who were they? 

3 A. They were groups that-- for exampleT^Brands 

4 R & D, who was developing new brands of cigarettes. 

5 Q. Is that a group, "Brands R & I'"? 

6 A. At that time, I believe there was a gr >oup. I 

7 don't know whether it still exists. 

8 Q. Who was in charge of that group? 

9 A. Ican'trecall. 

10 Q. You don't know any name that was working on^ 

11 the development of -- of new cigarettes? 


MS. FEE: During a particular 


13 period of time? 


14 BY MR. MAISTROS: 

15 Q. From the time you worked there till today. 

16 A. Yeah. I mean, I -- I knew people that were 

17 productdevelopers, yes. 

18 Q. Who? 

19 A. Probably the person that I interacted with 

20 the most, just on a -- mainly on a friendship 

21 basis, was Jerry Lawson. Other than that, I didn't 

22 interact with those folks very much. 

23 Q. Were they also scientists such as yourself? 

24 A. I presume that they were, yes. Probably 

2 5 chemists. 
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1 that presumes that there are -- you accept that 

2 there are health risks related to smoking, and not 

3 everyone accepts that. 

4 BY MR. MAISTROS: ' 

5 Q. Assuming that there are health risks related 

6 to smoking, has RJR, to your knowledge, done any 

7 research to reduce those risks? 

8 A. Not to my knowledge, no. 

9 Q. Have they funded any such research? 

10 A. Not that I know of. 

11 Q. Have they -- 

12 A. But there again, I would not be privy to all 

13 of that, so I -- 

14 Q. Have they funded any research, to your 

15 knowledge, to examine the specific health risks 

16 related to smoking? 

17 A. The only thing that I'm aware of is that 


18 there are people that have been keeping up with the 

19 literature in the area over the years, particularly 
zO the epidemiology. 

21 Q. Literature by others -- 

22 A. By others -- 

23 Q. -- than RJR? 

24 A. Yeah. 

25 Q. You're not aware of any research that RJR has 
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either funded or done in-house that would analyze 
the health risks related to smoking? 

A. Not that I know of, no-. 

Q. Do you know if there were any discussions 
within RJR as to whether or not such research 
should be undertaken? 

A. Can you repeat that, please. 

Q. Do you know if there was any -- ever any 
discussions within RJR as to whether research 
should be undertaken to examine the health risks 
related to smoking? 

A. Not that I'm aware of, no. 

Q. Who is the primary person at RJR responsible 
today, if you know, for reading the literature by 
others on the health risks related to smoking? 

A. I don't know of a primary person. 

Q. Is there agroup or division that would be 
responsible for that? 

A. I don't think there's a division, per se, but 
I know there are people that follow that 
1iterature. 

Q. Who? 

A. I believe the main person there is Sam 
Simmons. 

(PLAINTIFF'S EXHIBIT NUMBER 45 WAS MARKED FOR 
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1 IDENTIFICATION) 

2 (DOCUMENT HANDED TO WITNESS FOR REVIEW) 

3 Q. Document 45 is a paper authored by you, 

4 correct? 

5 A. Yes . 

6 Q. And could you read the title. 

7 A. "Properties of putative nicotinic receptors 

8 identified on cultured cortical neurons." 

9 Q. How does this article differ, if it does, 

10 from the other ones you've identified? 

11 A. Now, this is a -- I believe this was a review 

12 article, or a review of some work we had done in 

13 this area on -- looking at neuronals -- neuronal 

14 cell cultures as a model for understanding the 

15 receptors. 

16 Q. And this was published in '89, if you look at 

17 the upper left-hand corner, very small print? 

18 A. That's correct. 

19 Q. I assume you've published papers since '89? 

20 A. Yes, we have. 

21 Q. That you have authored? 

2 2 A. Yes . 

23 Q. Have any of the papers you've authored since 

24 '89 related to research you're doing with respect 

25 to arriving at conclusions that would assist RJR in 
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1 

its overall effort to increase or maintain the sale 

2 

of cigarettes? 

3 

MS. FEE: Object to the form. I 

4 

didn't -- I didn't get the question. 

5 

THE WITNESS: That was -- that was 

6 

long and convoluted. I didn't -- 

7 

BY MR. MAISTROS: 

8 

Q. Any of the papers that you've written since 

9 

1989 or authored since 1989, are they related to 

10 

the sale of cigarettes? 

11 

A . No . 

12 

Q. So, all the papers you've authored have 

13 

nothing to do with the business of selling 

14 

cigarettes? 

15 

A. No. 

16 

MS. FEE: Well, that question was 

1 7 

asked in the negative. 

18 

BY MR. MAISTROS: 

19 

Q. Do any of the papers that you've authored 

20 

since 1989 have anything to do with the sale of 

2 1 

cigarettes? 

22 

A. No. 

23 

MS. FEE: Okay. 

24 

BY MR. MAISTROS: 

25 

Q. Do you know what Project RAN is, R-A-N? 
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No . 


A . 

2 Q. Do you know who Dr. Rice was? 

3 A. What was his first name? 

4 Q. W.Y. Rice? 

5 A. Yes, I know Bill -- I knew Bill Rice. He's 

6 retired now, anyway. 

7 Q. Did he work at RJR? 

8 A. Yes, he did. 

9 Q. In what group? 

10 A. I can't remember which group he was in. 

11 Q. Do you know what he did? 

J.2 A. Not specifically. I just knew him to say 

13 hello. 

14 Q. Was he in research and development? 

15 A. Yes. 

16 Q. Do you know who A.J. Sensabaugh is? 

17 A. Yes. 

18 Q. What did he do? 

19 A. Again, I knew him to say hello. He may have 

20 worked on some of the new product developments or 

21 something like that. I can't be sure. 

22 Q. Do you know who R.A. Lloyd was? 

23 A. Yes. 

24 Q. Who is he? 

25 A. Rob -- Bob Lloyd, works within R & D. 
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A. He's in charge of the analytical division. 

Q. What does that division do? 

A. They perform chemical testing on products, 
which is really, in my mind, kind of a QA function. 

Q. How about B.V. Hardin, H-A-R-D-I^N? 

A. Bobby Hardin? I know him -- or knew him. 

Q. What does he do? 

A. He's no longer with the company. 

Q. Do you know where he is? 

A . No . 

Q. Do you know what he did? 

A. He was one of the directors in R & D. I 
can't recall exactly what he was over. But it was 
related to cigarette products in some way. 

Q. Do you know what Project TGA was? 

A. No . 

Q. Did you ever do any research with respect to 
nitrosamines ? 


A . 


No . 


Q. Are you aware of any work that was ongoing at\ 
RJR with respect to nitrosamines? 

A. I'm aware that there was some in vitro 
chemistry in that area.. 

Q. Who was doing that? 
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1 

A. Dr. CaIdwe11. 

2 

Q. What type of work? 

3 

A. Again, that was an area that I wasn't really 

4 

completely conversant with. It had to do with 

5 

chemical kinetics, understanding the reactions 

6 

of that nicotine and other compounds underwent, 

7 

using these in vitro approaches. 

8 

Q. Do you know what a nitrosamine is? 

9 

A. In general. I couldn't draw a chemical 

10 

structure. 

11 

Q. What is it in general? 

12 

A. It's a nitrogen/oxygen derivative of a -- of 

13 

a compound. 

14 

Q. And do you know what effect it has on the 

15 

human body, if any? 

\ 

A. I'm av^are that there's -- there are \ 

16 

17 

hypotheses that they can be mutagenic. ''' t 

18 

Q. Are there hypotheses that it can cause] 

1 

19 

cancer? ^^ 

20 

A. I'm not sure whether they've followed it all 

2 1 

the way through to -- to cancer development, but I 

22 

know -- I know that there's some work in 

23 

mutagenesis . 

24 

Q. Is anyone at RJR looking at that, do you 

25 

know? 
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A. Looking at which aspect? 

Q. The effect of nitrosamines on the human body. 
A. Not that I know of. 

Q. Do you know what Project XDU is, or was? 

A. Now, that's an acronym I -- I did hear at one 

time, but I can't remember what it was about, or 
even knowing what it was about. 

Q. Do you know who Gary Burger is? 

A. Yes. 

Q. What does he do? 

A. He's the head of R & D right now. 

Q. Do you know what R-E-S-T extraction 
technology is? 

A. You know, I've heard the acronym, but 
I'm -- I'm not sure exactly what it is. 

Q. Have you ever heard of reestablishment of 
solubles in tobacco? 

A. Not in those terms, but it sounds like that 
might be what the acronym stands for. 

Q. And do you know anyone that was working in 
that area? 

A. No. 

Q. Do you know who Robert Smith is? 

A. No. 

Q. Do you know what Project EW was? 
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Again, that's another one of those hundreds 


2 

3 
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A . 

of acronyms that were constantly floating around 
R & D. 1 can't remember specifically what that 
was. 

Q. Do you know what Project PRISM was? 

A . No . 

Q. Have you ever heard of it? 

A. I've heard that acronym, yes. 

Q. Who's Merouane, M-E-R-O-U-A-N-E -- I'm sure I 
mispronounced that -- Bencherif, B-E-N-C-H-E-R-I-F? 

A. Merouane Bencherif is presently working in 
the pharmacology division. 

Q. Doing what? 

A. Looking at -- well, working with us on this 
analogue program to develop novel therapeutics. 

Q. And Kathy Fowler, what is she doing? 

A. She's also working in the pharmacology 
division as a technician. 

Q. Lisa Lovett, what is she doing? 

A. The same as Kathy Fowler. 

Q. G.M. Dull, D-U-L-L. 

A. Gary Dull is in the -- I'm trying to remember 
the name of -- biochemical something. I can't 
remember the name of the division. 

Q. C.W. Ehmann, A -- E-H-M-A-N-N? 
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1 A. Carl Ehmann was formerly head of R & D. 

2 Q. Do you know where he is now? 

3 A. I believe he took a position with a company 

4 in Great Britain. 1 can't remember the name of it. 

5 Q. How about L.E. Curtis? 

6 A. Curtis? That doesn’t ring a bell. 

7 Q. J.D. Phillips? 

8 A. I believe he's one of the directors presently 

9 in R & D. 

10 Q. C.E. Tinsley, T-I-N-S-L-E-Y? 

11 A. Also one of the R & D directors. 

12 Q. J.P. Wheeler? 

13 A. She's also a director. 

14 Q. R.O. Willard? 

15 A. Ron Willard is also I -- I believe he's 

16 one of the R & D directors, but I'm not sure right 

1 7 now. 

18 Q. You don't interact with those people? 

19 A. Very rarely. 

20 Q. Do you know what they're working on? 

21 A. No. I really couldn't tell you. 

22 Q. You never have annual, quarterly, or weekly 

23 meetings where you get together with the other 

24 groups under R & D and discuss what they're doing? 

25 A. No. 
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1 

Q. I assume, though, that they do memos similar 

2 

to the ones we've seen today and the last time that 

3 

you were deposed, with respect to you or others. 

4 

summarizing the work they're doing? 

5 

A. They may. I don't know for sure. 

6 

Q. You're not copied on those memos? 

7 

A . No . 

8 

Q. Did you ever do any testing of the Capri 

9 

cigarette? Or do you know of any tests that were 

10 

done with respect to Capri? 

1 1 

A . No . 

12 

Q. Who's M.E. Stowe, S-T-O-W-E? 

13 

A. Mary Stowe was in the fundamental R & D group 

14 

when I first started working at -- in R & D. 

15 

Q. And how about H.C. Threatt, T-H-R-E-A-T-T, 

16 

Jr . ? 

17 

A. He's still within R & D. 

18 

Q. What group? 

19 

A. I'm not sure what group he's in. 

20 

Q. You were -- were you ever aware of any 

2 1 

research being done with pigeons at RJR? 

22 

A. I believe there was some work done, yes, some 

23 

sensory studies. 

24 

Q. Dr. Hayes in charge of that? 

25 

A . No . 
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A. First name -- first name John? 


2 Q. Yes. 


3 A. No. 


Q. Do you know what the Roswell Park Cancer 

5 Institute is? 

6 A. I've heard the name. I’m not -- I'm not 
familiar with it though. 

8 MR. MAISTROS: If we can take a 

9 short break/ let me see if I can cut through some 
0 of this and finish up with this, okay, before 



lunch. 


4 come back. 


MS. FEE: Okay. 


MR. MAISTROS: And then I want to 


MS. FEE: Great. 

VIDEOGRAPHER: We're going off the 

record at 11:43 a.m. 

(RECESS TAKEN FROM 11:43 A.M. TO 11:55 A.M.) 

VIDEOGRAPHER: We're going back on 


the record at 11:55 a.m. 

(PLAINTIFF'S EXHIBIT NUMBER 46 WAS MARKED FOR 


IDENTIFICATION) 


BY MR. MAISTROS: 


24 Q. I'm going to hand you what has been marked as 

25 Exhibit 46. It's entitled "Statement of R.J. 
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Reynolds Tobacco Company Before the U.S. House of 
Representatives Committee on Energy and Commerce, 
Subcommittee on Health and the Environment," dated 
April 14, 1994, and ask you if you've seen that 

document before, first. 

(DOCUMENT HANDED TO WITNESS FOR REVIEW) 

A. I don't remember specifically seeing this 
document, no. 

Q. Then I assume you did not participate in any 
fashion in the drafting or preparation of that 
document ? 

A. No, not that I can recall. 

Q. Do you recall -- recall when executives of 
the various tobacco companies testified before 
Congress in 1994? 

A. Yes, Ido. 

Q. Whether it's related to that document or 
something else, were you asked to provide any input 
with respect to the comments that were made by RJR? 

A . No . 

Q. And -- I don't know if i asked you this 
before. I apologize if I did. Did you work on the 
Premiere project? 

A. No. 

Q. Did you review the monograph from the 
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1 

Premiere project? 

2 

A . No . 

3 

MR. MAISTROS: Okay. I'd like to 

4 

thank you for your time and patience during these 

5 

two days of testimony. 

6 

MS. FEE: No questions. 

7 

VIDEOGRAPHER: We're going off the 

8 

record at 11:56 a.m. 

9 

(SIGNATURE RESERVED) 

10 

(DEPOSITION CONCLUDED AT 11:56 A.M.) 
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I, Patrick Lippiello, Ph.D., do 
hereby certify that I have read the foregoing 
transcript of my testimony, taken on July 15, 1997, 

and have signed it subject to the following 
changes: 

PAGE LINE CORRECTION 


Sworn and subscribed to before me on this 

day of 

NOTARY PUBLIC 
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